28, 1947 


and to 
terested 
» to Dr, 





N State 


Dciety of 
Litheater 
Tal Hos. 
Tam will 


re Meyer 
ital, 
he New 


| “Anti. | 
the New 
follows: 
onal Ip. 
england: 
» North. 
[. Rocha 
try, In. 
. Chase, 
Waters, 
rch and 
Toronto; 
- Dr. D. 
F Rome: 
Pharm: 
sey; Dr. 
ersity of ' 
, medical | 
professor | 
asel; Dr. | 
innesota: | 
r, North. 


Jo 80 by J 
ecretary, 
Seventy: | 


ow York 
1 October | 
and the | ! 
ng panel | 
ntific er- 
be mailed j 


may ob} 
3, accom} 
ry of th} 
eet, New) 


i 


J 
EGINNIN| 


eter Bes 
Peter Ber 


Conference 
t Bright 





HOSPITAL LIBRARY 


Paid Circulation, 23,800 


The ppt Y 
New England 


Journal of Medicine 


FORMERLY THE BOSTON MEDICAL AND SURGICAL JOURNAL — Established 1828 











VOLUME 237 ; SEPTEMBER 4, 1947 . NUMBER 10 
V Bacterial Endocarditis . .. 349 Medical Progress: Chemical Factors in Asthma 
Oglesby Paul, Edward F. Bland, and Paul D. White (To be concluded). . . . . . . 364 


John G. Wiswell and Francis M. ithediialis 


Diagnosis and Management of Renal-Artery 


Case Records of the Massachusetts General 
Thrombosis ... . ae tts 


A ee EE 
William E. Goodyear and Donald E. Beard 
/ Editorials: 
/avumen's Syndrome .. , (eee Fashions in Medical Writing .§ . . . . 376 
Irving B. Brick and Rollin F. Bunch entety Cemeene: oi ow 6 as 
Massachusetts Medical Society .. . . . 378 Book Reviews. ......... . 39 
Massachusetts Department of Public Health 378 
Becks Messies- 15. Ss. Oe eee 
a Te ewe 
Geepemiemese. ... . we ww ee ee I ok a eee 


Entered as second-class matter, November 16, 1932, at the post office at Boston, Massachusetts, under the Act of March 3, 1879. 


WHAT DOES Mii MEAN TO YOU? 
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The texture of each Lilly ointment, for 
example, is controlled by selecting and 
proportioning the constituents of the base. 
Each formula is adjusted to hold any insoluble 
material in suspension and yet maintain 

a soft, velvety consistency. 

Lilly ointments, made from the finest 
ingredients, are thoroughly milled and carefully 
assayed. They are distinguished by their 

} Silly smoothness, uniformity, and accuracy of content. 
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BACTERIAL ENDOCARDITIS 
Experiences with Penicillin Therapy at the Massachusetts General Hospital, 1944-1946 


Octessy Paut, M.D.,* Epwarp F. Brann, M.D.,t anp Paut D. Wurte, M.D.t 


BOSTON 


ENICILLIN was first used in the treatment of 

a case of bacterial endocarditis at the Massa- 
chusetts General Hospital in 1944.\\During the 
subsequent three-year period 44 patients have 
received this antibiotic agent with remarkable re- 
sults, which are to date comparable to those re- 
ported from other large clinics. In our series 29 
lives that undoubtedly would have been lost only 
a few years ago have been saved. On the other side 
of the picture, penicillin treatment is not without 
its technical difficulties. Attainment of cure is a 
lengthy and expensive process, often interrupted 
by unforeseen and at times tragic complications, 
and an\over-all mortality of 20 to 30 per cent 
still exists. The following review of our recent 
experience is nevertheless heartening, and we are 
hopeful that with the passage of another few years 
the results will be even better. 

It has been only recently that unlimited amounts 
of penicillin have been available, and some of the 
earlier failures might have been cured today.§ It 
should also be pointed out that these patients were 
treated by various persons both on the general 
hospital wards and in the private units and that 
in the beginning no common policy was established 
regarding dosage, route of administration and dura- 
tion of treatment. Perhaps this lack of uniformity 
was of value in giving a broad range of experience, 
and the present program of therapy has evolved 
largely as a result of these earlier successes and 
= The methods now employed are outlined 
elow. 


CuLiInIcAL DaTA 


Criteria for inclusion. No case was included 
unless, in addition to the clinical diagnosis of 
bacterial endocarditis, a minimum of three blood- 


Assistant in medicine, Harvard Medical School; clinical fellow in 
medicine, Massachusetts General Hospital. 
tInstructor in medicine, Harvard Medical School; associate physician, 


Massachusetts General Hospital. 


tProfessor of clinical medicine, Harvard Medical School; physician, 
Massachusetts General Hospital. 


§An example of this was a forty-five-year-old man who was seen by 
one of us (P. D. W.) in February, 1944. The history and physical findings 
were consistent with the diagnosis of subacute bacterial endocarditis, 
but on blood culture the results were variable and inconclusive (therefore, 
the Patient ts not included in our series). A brief course of 285,000 units 
of penicillin, which was all the drug obtainable, produced a brief and 


dramatic response, but the patient died a month later from the effects of 
cerebral embolism. 


culture flasks were positive for the same organism, 
or unless the presence of bacterial endocarditis 
was confirmed at autopsy. Otherwise, no selection 
of cases was employed, all patients who received 
penicillin treatment being included, even though 
such treatment was limited to a few days. 

It will be noted that the inclusive term “bacterial 
endocarditis” — rather than subacute and acute 
bacterial endocarditis —is employed throughout 
this paper. Although the vast majority of our 
cases were typically subacute in type, there were 
several with a clinical course that might be labeled 
either subacute or acute. We have therefore pre- 
ferred to group all our cases under the general 
heading indicated above. 

Age. The youngest patient was three and a half 
and the oldest seventy-two years old. Table 1 
presents the number of cases in each age group. 
It is of interest that the youngest patient and 
both of those in the eighth decade did well. Age in 
itself does not seem to be a deterrent to successful 
treatment. 

Sex. Twenty-four patients (55 per cent) were 
males, and 20 (45 per cent) were females. 

Occupation. Eleven patients belonged to the 
white-collar group, 10 led moderately active laboring 
or outdoor lives, 9 were housewives, 5 were students, 
and in 9 cases there was no definite employment 
in the period immediately prior to illness. 

Types of heart disease.\ Rheumatic heart disease 
predominated, with emphasis on aortic-valve lesions, 
as compared with the usual high incidence of mitral- 
valve lesions in uncomplicated rheumatic cases 
(Table 2).\Thirty-six cases (82 per cent) fell into 
the rheumatic group; there was combined aortic 
and mitral disease in 13 patients, apparently pure 
aortic disease in 6, and valvular disease was con- 
sidered to be limited to the mitral valve in 17\In 
addition, 1 patient had calcareous aortic stenosis, 
1 had aortic-valve disease, unclassified, and 6 (14 
per cent of the total) had congenital heart disease. 
The last group included 2 patients with the tetralogy 
of Fallot, 1 with pulmonic stenosis, 1 with subaortic 
stenosis, 1 with a ventricular septal defect and 
1 with a patent ductus arteriosus as well as an 
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aortic-valve lesion (? bicuspid valve, ? rheumatic 
involvement). A past history of rheumatic fever 
was obtained in 17 of the 36 rheumatic cases. 
Sources of infection. The probable sources of 
infection are indicated in Table 3. In 19 patients 
(43 per cent) no convincing data were available. 
The next largest group of cases (30 per cent) fol- 


Tasre 1. Number of Cases and Mortality by Age Groups. 














Ace Group No.or Percentace No. of MortTALitTy 
Cases OF DEATHS i 
yf. Totat Cases % 
0-9 .. 1 2 0 0 
10-19 . 7 16 2 29 
20-29 . 12 27 2 17 
30-39 . 7 16 3 43 
40-49 0 0 0 0 
50-59 9 20 4 ae 
60-69 6 14 4 67 
70-79 2 5 0 0 
Totals 44 15 
Average 34 








lowed a variety of upper respiratory infections, 
including the common cold, influenza, grippe, 
sinusitis and sore throat. Dental extractions with- 
out prophylactic chemotherapy were implicated as 
the initiating event in 5 patients (11 per cent). 
There were 3 patients whose illness had begun with 
acute gastroenteritis; whether or not such episodes 








TaBLe 2. Types of Heart Disease. 
CLINICAL CLINICAL Tortar Cases 
DiaGNosis AND 


Post-Mortem 
D1aGNnosis 


Type or Disease 


No PER- 
CENTAGI 
Rheumatic heart disease: 36 82 
Mitral valve . . l€é 1 
Mitral and aortic valves : 10 3 
Aortic valve .. 5 l 
Caleareous aortic stenosis l 1 2 
Congenital heart disease: ... 6 14 
Tetralogy of Fallot 
Pulmonic stenosis 
Subaortic stenosis 
Ventricular septal defect 
Patent ductus arteriosus 
(? bicuspid or rheumatic 
aortic-valve involvement) ] 
Aortic-valve disease, unclassified 1 | 2 


ae : 37 7 44 





actually served as the portal of entry for the bacteria 
recovered later from the blood stream may be 
questioned. Single cases followed “virus pneu- 
monia,” a criminal abortion, a compound fractur 
and an apparently normal delivery. Of unusual 
interest is the case of a twenty-seven-year-old tool- 
maker who, five months before admission, received 
a compound comminuted fracture of the left thumb. 
The convalescence from this injury was complicated 
by lymphangitis of the left forearm associated with 
considerable fever, and he was treated by a physi- 
cian with sulfadiazine, with disappearance of the 
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local signs of infection. Nine or ten weeks after the 
injury, however, when the fracture itself appeared 
to be healing satisfactorily, the patient began to 
complain of persistent weakness and fatigue ang 
ran a low-grade fever with a maximum temperature 
of 101°F., which continued until he entered the 


a —— ——————_—_S 
Source or INFECTION No. OF  PErcenracy 
Cases 
Unknown . ; ; 19 43 
Upper respiratory infection : 13 30 
Dental extractior 5 ll 
Acute gastroenteritis (? 3 7 
Pneumonia l 2 
Normal delivery l 2 
Criminal abortion l ? 
Compound fracture 1 ? 
Total 44 
oooh irom alll = a ss 





hospital. He gave a history of rheumatic fever at 
the age of eleven, and examination revealed the 
murmurs of aortic regurgitation and mitral stenosis, 
splenomegaly and clubbing of the fingers. Blood 
cultures grew out alpha-hemolytic streptococci, and 


TaBLe 4. Symptomatology. 








SymMpToms No. or Percentace 
Cases 
Feverishness 40 91 
Weakness 31 70 
Weight loss 27 él 
Sweats or chills, or bot! 26 59 
Anorexia ‘ 16 36 
Rash 12 27 
Joint pains £ & 18 





he responded well to treatment. The relation of the 
fracture to the endocarditis is uncertain. 
Symptoms. The outstanding symptom was fever- 
ishness, and many patients volunteered the informa- 
tion that the temperatures had frequently been 


Tasie 5. Physical Findings at the Time of Admission. 








Puysicat Finpincs No. oF P ERCENTAGE 
Cases 
Significant cardiac murmurs er a4 100 
Splenomegaly .... 18 41 
Pallor .... aie - ; 16 36 
*etechiae .. : 15 34 
Clubbing . a : 10 23 
Basal rales ; 6 14 
Hepatomegaly 5 I} 
Auricular fibrillation 3 ] 
A ee 


101 and 102°F. or higher. Forty cases (91 per cent) 
were in this group. Other symptoms in the order 
of incidence were weakness, weight loss (16 patients | 
had lost 10 pounds or more), sweats or chills, of 
both, anorexia, rash or “spots” and joint pains 
(Table 4). Nine months was the longest period of 
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recognized illness prior to admission, over 90 per 
cent of patients having had complaints for six 
months or less. ex! 

Physical findings. Significant murmurs were 
apparent at the time of admission in 100 per cent 
of cases, constituting the only physical finding 
present in all patients in this series. Splenomegaly 
was next in frequency, being noted in 18 cases (41 
per cent). Less common were pallor, petechiae, 
clubbing, signs of congestive failure and cardiac 
arrhythmias (Table 5). 

The incidence of auricular fibrillation and flutter 
is of interest, since such arrhythmias are rela- 
tively infrequent in bacterial endocarditis. \Three 
patients showed auricular fibrillation on admission, 
electrocardiographic proof being obtained in each 
ou an additional patient auricular flutter was 
present in the electrocardiogram taken one day 
after admission, flutter and fibrillation being found 
on a second tracing two days later. Transient 
auricular fibrillation, which occurred during the 
treatment of another case, was also demonstrated 
by the electrocardiogram. Four additional patients 
developed gross arrhythmia during hospitalization, 
and in each case the clinical diagnosis of auricular 
fibrillation was made but no tracings were obtained. 
A total of 5 cases (11 per cent) thus had proved 
auricular fibrillation or flutter, and in 3 of these the 
arrhythmia had persisted throughout the entire 
hospital course. 

Major embolic phenomena. Splenic infarction, 

considered to be present in 7 cases, was manifested 
by moderate to severe pain in the left upper quad- 
rant coming on abruptly and associated with the 
appearance of tenderness and often spasm, with or 
without a palpable spleen. Two of these patients 
died, and splenic infarction was found at post- 
mortem examination.\ One of the latter was asso- 
ciated with infarction and abscess formation ending 
in a fatal rupture of the spleen (this remarkable 
finding has been reported elsewhere!:”). In 2 other 
cases the existence of healed splenic infarction was 
demonstrated at autopsy, although no clinic evi- 
dence had been noted. 
\ Cerebral phenomena (presumably embolic) were 
observed clinically in 7 patients and ranged from 
episodes of transient confusion, disorientation and 
aphasia to frank hemiplegias. Three of these 
patients are now living without evident residual 
cerebral damage, and 4 have died (1 of a recurrence 
of endocarditis seventeen months later). An autopsy 
in 1 of these cases showed a right cerebellar infarct. 
A diagnosis of cerebral embolism was made in 
another patient four days before death but was 
not substantiated by the post-mortem findings. 

In 1 patient the appearance of gross hematuria 
With subsequent left-flank tenderness and spasm 
was considered clinical evidence of renal infarction. 
This condition was found at autopsy in another 
patient although it had not been suspected, and 


BACTERIAL ENDOCARDITIS — PAUL, BLAND AND WHITE 


351 


similarly renal infarction with embolic nephritis 
and embolic nephritis alone were each discovered 
once by the pathologist. 

\ Subarachnoid and intracerebral hemorrhage result- 
ing from the rupture of a mycotic aneurysm took 
place in 2 cases. This occurred on the tenth day of 
treatment of a thirty-nine-year-old male office 
worker, who suddenly complained of severe head- 
ache and shortly lapsed into coma. Lumbar puncture 
revealed grossly bloody fluid. Despite the ominous 
significance of this complication, he survived for 
another two and a half weeks, finally succumbing to 
congestive heart failure. At autopsy, in addition to 
subarachnoid and intracerebral hemorrhage, it was 
found that rupture of a chorda tendinea of one leaf 
of the mitral valve had taken place. The other 
patient had just finished a four weeks’ course of 
therapy, with apparently excellent results, when 
she suffered a massive subarachnoid and intra- 
cerebral hemorrhage and died within a few hours. 
Post-mortem bacteriologic studies, including careful 
culture of the involved aortic valve, which had been 
removed under sterile precautions and ground up, 
and culture of the heart’s blood, were all negative. 
Samples from twelve blood-culture flasks had also 
been reported as negative during the period of peni- 
cillin treatment. It is believed that the mycotic 
aneurysm found at autopsy had been sterilized but 
that death had occurred from the resulting weakness 
in the arterial wall, with eventual rupture and 
fatal hemorrhage. 

Frank congestive failure, which occurred during 
the period of hospitalization of 7 patients, was 
related in at least 1 to the administration of too 
much physiologic saline solution with the penicillin. 
A diagnosis of active rheumatic fever was made in 
2 cases. 

Blood studies.\A hemoglobin level of less than 
12 gm. per 100 cc. or a red-cell count of less than 
4,000,000 was present in 68 per cent of cases, and 
the initial white-cell count was over 10,000 in 
55 per cent. The admission blood smear showed 
80 per cent or more neutrophils in 36 per cent of 
patients. 


BacTERIOLOGIC DaTA 


Bacteriology. Table 6 lists the organisms isolated 
in the 44 cases. It will be noted that no organism 
was obtained in 1 case—that of a gravely ill 
fifty-one-year-old man who died after four and a 
half days of penicillin treatment and in whom the 
diagnosis was confirmed by post-mortem examina- 
tion, typical vegetations being present on the aortic 
valve. The case was medicolegal, and no post- 
mortem bacteriologic studies were done. 

As would be anticipated, the alpha-hemolytic 
streptococcus was the organism most frequently 
found, accounting for 82 per cent of the series. 
Mixed alpha-hemolytic and beta-hemolytic strepto- 
coccal infections occurred in 2 cases; beta-hemolytic 
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and gamma-type streptococci were each responsible 
in 1, and Staphylococcus albus in 2. It is of interest 
that both cases with staphylococcal infection 
responded satisfactorily to treatment. 

Sensitivity determinations. In 31 cases data on 
the bacterial sensitivity to penicillin are available. 
These figures are presented in Table 7 (in cases in 
which more than one determination was made and 
a change in sensitivity reported, we have recorded 


TaBLe 6. Organisms Obtained by Blood Culture. 














No. oF 


Cases 


ORGANISM PERCENTAGE 
Alpha-hemolytic streptococcus 36 82 
Alpha-hemolytic and beta-hemolytic strept« 

Nonhemolytic (? a!lpha-hemolytic) strept 
Beta-hemolytic streptococcus 
Nonhemolytic (gamma-type) streptococcus 
Staph. albus . 
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the greatest rather than the least resistance to 
penicillin in vitro). Fortunately, the bulk of the 
strains isolated were inhibited in the test tube by 
reasonable levels of the drug, but five of them 
grew in a medium containing 1 or more units per 
cubic centimeter. The most resistant case required 
8 units of penicillin per cubic centimeter of broth 
to inhibit growth. 
\Definite increases in the resistance of the organ- 
isms to penicillin were noted in 2 cases. In l, a 
tenfold rise was reported, and in the other, the 
resistance increased one hundred and thirty times. 
The significance of such information and its value 
in guiding treatment are not entirely clear. On the 


Tasie 7. Bacterial Sensitivity to Penicillin in Vitro. 








Penici_itin ReQuirer Innisit GrowTH No. « 


units [cubic centimeter 


Less than 0.1 19 
0.11004... 5 
0.5t0 0.9 . 2 
1.0t0 4.9... 2 
5.0 to 10.0. 


io oe 3] 


whole, determinations of bacterial sensitivity have 
been found a reliable and useful method of detecting 
patients in whom unusually large doses of penicillin 
will be required if cure is to be obtained. \ The 
correlation with clinical observations is fairly satis- 
factory. For example, the 2 patients who remained 
extremely ill and whose blood cultures continued 
persistently positive despite doses of 8,000,000 and 
15,000,000 units a day, respectively, harbored 
organisms with a high resistance in vitro, requiring 
respectively 6 and 8 units of penicillin per cubic 
centimeter of broth to inhibit growth. Another 
patient, who was finally cured by 10,000,000 units 
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daily, was infected with a strain of the alpha. 
hemolytic streptococcus for which a level of 6 units 
was necessary. In no case in which the sensitivity 
was high did failure result clearly from inability 
to sterilize the blood stream. On the other hand 
one strain of the alpha-hemolytic streptococcus that 
was reported to require 2.5 units of penicillin per 
cubic centimeter of broth to inhibit growth Was 
successfully treated with relatively small doses 
(192,000 units daily for nineteen days). The patient 
died while visiting in another city six months after 
discharge, having had no symptoms suggesting a 
return of infection and with repeatedly negative 
blood cultures throughout that period. The cause 
of death is not definitely known, although it was 
stated that the patient died from heart failure. [t 
is possible that the sensitivity report was in error, 
In another case blood levels four to eighteen times 
those indicated in the test tube as being effective 
were maintained without evidence of sterilization 
of the blood stream. 

It is clear that such bacteriologic procedures 
must be carefully performed if technical sources of 
error are to be eliminated and if accuracy is to be 
obtained. In these studies it is unfortunate that 
more individual technical attention was not avail 
able. The duration of chemotherapy, the manner 
of administration of the drug and the patient’s own 
immune response, not to mention the anatomic 
features of the valvular lesion itself, must be con- 
sidered before one relies too heavily on evidence in 
vitro, valuable though that evidence may be. 


THERAPY 


Routes of administration. Considerable variation 
in the manner of administration of penicillin is 
found on analysis of these 44 cases. The methods 
employed included intermittent intramuscular injec- 
tions at intervals of one, two, three and four hours, 
intramuscular injections of penicillin in oil and 
wax three times daily, constant intramuscular and 
intravenous drips and oral ingestion of the drug. 
No final conclusions regarding the efficacy of any 
one method can be drawn from the data at hand 
without a careful correlation with the dosage, 
resistance of the organism and blood levels ob 


tained. Unfortunately, the information available 
does not lend itself to such an analysis. Isolated 
observations are of interest, however — for example, 


the facts that 1 case was satisfactorily treated solely 
by the oral route (in amounts of 100,000 units of 





— 


— 


penicillin every two hours) and that another patient | 


did well after a course of only 33,000 units every 
four hours intramuscularly for three weeks. The 
results of penicillin in peanut-oil and beeswax have 
been reported elsewhére,!:? but it was notable that 
at autopsy after a month of such administration 
there were large gluteal abscesses at the sites of 
injection, with extensive muscle necrosis. Cultures 
the abscesses revealed the same 
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organism that had been isolated from the patient’s 
blood stream (the alpha-hemolytic streptococcus). 

When massive doses of penicillin are not em- 
ployed, the constant intramuscular drip (in the 
anterior thigh muscles) has been well tolerated, 
and the patients themselves have found it to be 
more comfortable than the other parenteral methods. 
If a satisfactory aseptic technic is employed at the 
time of changing the needles and if the site of injec- 
tion is changed every three or four days, the risk 
of local abscess formation is minimal. In 5 cases so 
treated no difficulty was encountered. (Four of 
these were thus treated over a period of one month, 
and 1 for two weeks.) In 2 additional patients who 
received massive doses of the drug mild local 
infection, which occurred after three and six weeks 
of constant intramuscular administration, was 
clearly due in 1 to gross abuse of the dressing on 
the part of the patient, who regularly pulled out 
the needle unless restrained, and in the other 
possibly to faulty technic. This route becomes 
painful if too large a volume of solution is used 
(we limit the amount to 800 to 1000 cc. daily), if 
the concentration of penicillin is high (unless 0.1 
per cent procaine hydrochloride is added) or if 
little muscle tissue is available. In certain cases 
other routes, such as constant intravenous and 
two-hourly intermittent intramuscular injections, 
are advisable. 

It has been our experience that satisfactory blood 
levels are maintained with the constant intra- 
muscular method. We have not, however, routinely 
determined the penicillin blood levels in the same 
patient, comparing constant intramuscular and 
constant intravenous drips. Loewe‘ has. found the 
latter method to give higher blood levels than the 
former. We are at present investigating this aspect 
of the problem. We have also found that the use 
of physiologic saline solution as the vehicle for 
dissolving the drug is at times hazardous when 
the cardiac reserve is limited, and we prefer in such 
cases to employ 5 per cent glucose in distilled water. 

Dosage and duration. The smallest amount of 
penicillin that resulted in cure was 2,685,000 units, 
given in a short course (fifteen days), mainly by 
intravenous drip. The largest amount employed 
was 442,000,000 units, given over three hundred and 
fourteen days by varying routes (finally by hourly 
intramuscular injections totaling 10,000,000 units 
daily for seven days, followed by forty-two days of 
9,000,000 units daily by intravenous drip). In 
retrospect, had large supplies of the drug been 
available, it would have been cheaper and more 
satisfactory to have resorted to massive doses 
much earlier in this patient. Between these ex- 
tremes fall the bulk of the recovered patients, who, 
on the average, were successfully treated with a 
three-week course of 500,000 units a day. 

\ Since the individual patient is not necessarily an 
‘average case,” careful bacteriologic control is con- 
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sidered essential to ascertaining the optimal dose 
of the drug.\ An amount of penicillin that will 
maintain a blood level at least five times that indi- 
cated in vitro is regarded as being necessary to 
inhibit growth of the organism. Should positive 
blood cultures appear despite achievement of this 
goal, larger doses should be employed. \Once a 
satisfactory daily dose has been established, we 
now recommend a full four weeks’ course, the 
therapy being halted arbitrarily at the end of that 
time to evaluate the situation. We have not infre- 
quently observed a low-grade fever to persist 
throughout the entire course of penicillin therapy, 
regardless of the method of administration, only to 
disappear completely once treatment has _ been 
stopped. The presence of mild fever is not in itself 
a guide to success or failure under these conditions. 

Other methods. When difficulty was encountered 
in controlling the infection with penicillin alone, 
additional measures were employed. Sulfadiazine 
was given to 12 patients for varying periods, and 
sulfathiazole and sulfamerazine each were tried 
once. In 9 patients benzoic acid was administered 
in an effort to elevate the penicillin blood level, 
and 1 patient received ten typhoid-vaccine chills. 
There was no clear evidence that any of these 
measures were of significance in the final results. 

A ten-day course of streptomycin (in doses of 
4 gm. daily) was without effect in a sixty-one-year- 
old man infected with alpha-hemolytic streptococci, 
even though the organism was moderately sensitive 
in vitro. We have also recently treated a thirty- 
two-year-old housewife (who is not included in this 
series) whose blood cultures grew out Haemophilus 
parainfluenzae with great difficulty. She had been 
ill for sixteen months, although with minimal 
symptoms when treatment was instituted, had 
rheumatic heart disease with aortic and mitral 
involvement and had been unsuccessfully treated 
with penicillin elsewhere and by us. She developed 
a severe papular dermatitis accompanied by a high 
temperature at the end of the first week of stre pto- 
mycin therapy but responded satisfactorily to 
Benadryl and Pyribenzamine. Treatment was con- 
tinued over the course of seventeen days notwith- 
standing this complication and the subsequent 
appearance of labyrinthitis, and although the 
follow-up period is as yet brief, cure seems to have 
been achieved. 

Transfusions were given to 15 patients. Ligation 
of a patent ductus arteriosus was performed in 
1 case, supported by penicillin therapy, and the 
patient is well ten months later. Anticoagulants 
were not employed, owing to our belief that satis- 
factory results can be achieved without them and 
that an appreciable hazard accompanies their use. 
We have had several patients (as noted previously) 
who have survived cerebrovascular accidents occur- 
ring during treatment; we suspect that these pa- 
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tients might not now be alive if the clotting time 
had been prolonged at the time of these episodes. 


RESULTS 


The results are indicated in Table 8. It will be 
seen that 29 patients are now alive, making a sur- 
vival rate of 66 per cent. 

Of the 15 fatal cases, 2 can clearly be classed as 
complete therapeutic failures (one critically ill 
patient failed to respond both to 15,000,000 units 
of penicillin and 4 gm. of streptomycin a day, and 
in the other case therapy was given up after 


TasBie 8. Results of Penicillin Treatment in 44 Cases. 








RESULT No. or Per- 
Cases CENTAGE 
Patient living without evidence of infectior aoe 29 66 
Death from recurrence seventeen months after dis- 
charge ..... ; 1 2 
Death with talecsion apr parently eliminated 6 14 
rom pulmonary embolism ten days after penicillin 
was stopped l 
From subarachnoid hemorrhage due to ruptured 
sterile mycotic aneurysm five days after penicillin 
therapy was stopped. 1 
From congestive failure one, four and seven and a 
half months, respectively, after discharge 3 
From underlying heart disease six months after 
discharge. ...... ede ewe l 
Death with ee pane! probably elimis ated . aii 2 5 
From cerebral embolism durirg treatment with a'l 
blood cu ltures negative after penicillin treatment 
began... - 1 
From congestive “failur re, pulmonary ‘infarcts and 
pneumonia during treatment with all blood 
cultures negative after penicillin treatment began l 
Death with infection not eliminated 6 14 
From congestive failure after only two and four and 
a half days of penicillin therapy, respectively 2 
From ruptured spleen after twenty-five days of 
penicillin therapy 1 
From ruptured mycotic aneurysm and con gestive 
failure after twenty-nine days of penicillin therapy ] 
ter massive doses of penicillin had completely 
failed to control the infectior ; 2 








8,000,000 units daily had been ineffective at a 
time when penicillin was still scarce). 

Six other patients succumbed during the course 
of treatment. In 2 of these chemotherapy had just 
been started, whereas the remaining 4 died from 
complications of their disease before the administra- 
tion of penicillin had been stopped. Two additional 
patients died from pulmonary embolism (clinical 
diagnosis) and a subarachnoid hemorrhage, respec- 
tively, after the cessation of penicillin. In both 
cases all blood cultures after the institution of 
chemotherapy had been negative, and, in addition, 
at post-mortem examination in 1 the heart blood 
and ground-up aortic valve were normal on culture. 

Five other patients died after discharge from the 
hospital. Four of these died of cardiac conditions 
(3 from congestive failure, and 1 of causes not 
clearly ascertained) without clinical or laboratory 
evidence of bacterial endocarditis. All had been 
followed with repeatedly negative blood cultures. 
Another patient died at another hospital seventeen 


months after discharge, of a recurrence of the 

disease, having been entirely free of evidence of 

active infection during the intervening period. 
Follow-up data. We have been able to obtain 





information regarding the recent status of all 29 | 


living patients. One of these cases although , 
penicillin cure, should probably not be credited to 
us, since blood cultures taken in a distant city 
two months after discharge from our care were 
again positive for streptococci. The patient was 
retreated twice by a physician with large doses of 
penicillin, and a recent report states that he js 
in excellent health and is attending college. It js 
assumed that the original infection had never beep 
cured, despite negative blood cultures in the im. 
mediate convalescent period. Of the remaining 
28 survivors, 3 have been followed for less than siz 
months, 7 for six months to one year, 8 for twelve 
to eighteen months, 4 for eighteen to twenty-four 
months, and 6 for two years or more. The lives of 
6 of these patients are definitely restricted by 
cardiac disability. 


SUMMARY 


Forty-four patients with bacterial endocarditis 
received penicillin at the Massachusetts General 
Hospital in the three-year period 1944-1946, 
Twenty-nine (66 per cent) are living and are con- 
sidered cured. 

One patient died from a second attack of bacterial 
endocarditis, and 8 others succumbed to cardio 
vascular complications of the disease, although the 
infection itself appeared to have been overcome. 
Six patients died without evidence of control of 
the bacteremia. 

Rheumatic heart disease was present in 82 per 
cent of cases in the series; 14 per cent were diagnosed 
as having congenital heart disease; 1 case (2 per 
cent) was classified as having calcareous aortic 
stenosis, and in another case (2 per cent) the nature 
of the underlying cardiac lesion was unknown. 


Upper respiratory infections preceded the endo 


carditis in 30 per cent of cases, and extractions of 
teeth in 11 per cent. 

Alpha-hemolytic streptococci were responsible for 
82 per cent of the infections. 

There were 5 cases of marked bacterial resistance 
to penicillin in vitro; 2 of these patients were cured. 
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DIAGNOSIS AND MANAGEMENT OF RENAL-ARTERY THROMBOSIS* 


Report of a Case 


Wituiam E. Goopyear, M.D.,t 


ATLANTA, 


HROMBOSIS of the renal artery is not a fre- 

quent condition, but it is not nearly so rare 
as is indicated by the number of times it is diag- 
nosed. Practically all the cases reported are those 
found at autopsy or operation, but it is often 
possible to make an accurate diagnosis with present 
methods and with the condition in mind as a 
possibility. 

Renal-artery thrombosis is not synonymous with 
renal infarction, for the latter is probably much 
more frequently caused by venous thrombosis, 
which is due to various inflammatory and traumatic 
lesions affecting the renal veins. Also, multiple 
small renal infarctions are a common autopsy 
finding when they were of little clinical significance 
in the patient’s life. This paper does not propose 
to consider these venous or small arteriolar occlu- 
sions; it is concerned with thrombosis of the renal 
artery or its major branches. 

This condition, when seen clinically, is usually 
confused with acute surgical diseases of the urinary 
tract or of the intra-abdominal organs, or with a 
medical emergency arising from acute disease of 
cardiorespiratory origin. The patient may be 
subjected to needless operation, or much time may 
be lost, with attention centered elsewhere from 
the true site of the disease. 

The purpose of this paper is to present a case of 
definite ante-mortem diagnosis, with a review of the 
salient features that should be of value to others in 
the recognition of the condition. It is maintained 
that renal-artery thrombosis is one manifestation 
of general atheromatous vascular disease and may 
be diagnosed by history, physical examination, 
laboratory findings and urologic examination. Prob- 
ably the most important single factor in diagnosis 
is its inclusion in the mind of the examiner as a 
clinical possibility. 


DIAGNosIs 


The presenting symptom of renal-artery occlusion 
is pain. Unfortunately, this pain is not a char- 
acteristic or typical one—the only consistent 
feature is that it is rather severe. The onset is 
usually sudden, but one may be misled by a more 
gradual onset in which the maximum intensity is 
reached only after several hours. 


: “From the Department of Urology, Emory University School of Med- 
icine and Grady Memorial Hospital. 
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GEORGIA 


In most cases the site of the pain is the general 
region of the disease, which means the flank or the 
hypochondrium. Either dorsal or ventral pain may 
predominate, and in such cases the examiner may 
suspect disorders of the urinary or digestive tract. 
The pain may go through and through, or may 
radiate to the lower quadrant or to the chest. 
It is rather constant — not colicky —and is de- 
scribed as both sharp and dull. 

When the radiation is to the chest, the pain 
may simulate that of coronary thrombosis. Two 
such reports have been presented by Wolffe! and 
White.? Also, with pain in this region, pneumonia 
and pleuritis must be excluded. 

Urinary symptoms are said to be present in 
only a small percentage of cases. The condition 
does not strongly suggest ureteral colic, but, of 
course, the two diseases cannot definitely be dis- 
tinguished by history. Hematuria and hemoglobi- 
nuria, if present, more probably come from partial 
infarction or infarction due to venous occlusion, 
in which there is marked renal congestion, as 
opposed to renal-artery occlusion, in which there 
is a complete anemia. 

Gastrointestinal symptoms are frequent and con- 
sist of nausea and vomiting. These, along with 
upper abdominal pain, may easily direct attention 
to the digestive tract exclusively. 

A careful past history is of utmost importance, 
with particular emphasis on the cardiovascular, 
digestive and urinary systems. 

The general appearance of the patient is that of 
acute illness. The temperature is usually slightly 
elevated, and may be as high as 102°F. The blood 
pressure and pulse are usually not directly affected 
by the condition, but are significant in the evalua- 
tion of the general cardiovascular status. Vascular 
disease is the primary cause of the condition, and 
a major clue may be detected by the taking of the 
patient’s pulse. 

The physical findings at the site of the pain are 
variable. There is usually tenderness, but marked 
tenderness may be accompanied by absolutely no 
rigidity. Muscle spasm, when present, is of the 
voluntary type — not that of peritoneal irritation. 
Abdominal distention is common. Peristalsis is 
usually normal, but the pain is rarely sufficient to 
silence it with a paralytic ileus. Pelvic and rectal 
examination are noncontributory. 

Careful attention must be given to the cardio- 
vascular system. In addition to the history and 
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physical examination, an electrocardiogram should 
be obtained. Arteriosclerosis, hypertension and 
cardiac disorders as manifested by enlargement, 
murmurs and arrhythmias are the veritable basis 
for a renal vascular accident. Indeed, renal-artery 
thrombosis is only a part of generalized atheroma- 

















Ficure 1. Right Retrograde Pyelogram Taken on the Day of 
Admission. 


The kidney appears to be normal anatomically. 


tous vascular disease, and this fact cannot be too 
strongly emphasized. In the case presented below, 
the patient had had a previous cerebral thrombosis 
and finally died of myocardial infarction, showing 
the generalized involvement of the arterial system. 
The renal-artery thrombosis may strike first, 
however, and with abdominal pain and digestive 
symptoms predominating, it may be more difficult 
to make a prompt and accurate diagnosis. 

Leukocytosis is usually present. The urine may 
be normal, but is likelier to have albumin, a low 
specific gravity and the changes found in cardio- 
vascular renal disease. Hematuria is occasionally 
observed, as mentioned above. There may be 
elevation of the nonprotein nitrogen if the other 
kidney is diseased and cannot assume the entire 
excretory function. 


The most important single factor in the diagnosis 
is a urologic examination, by cystoscopy and uretera| 
catheterization and pyelography. In cases of com. 





plete occlusion of the renal artery, there is absenee | 
of urine on the side involved, with a failure of the | 


kidney to excrete dye such as phenolsulfonephthaleip 
or indigocarmine. This is further confirmed by 
failure to excrete Diodrast in an excretory urogram, 
Retrograde pyelography early in the disease shows 
an anatomically normal kidney. This is the actual 
finding on which the diagnosis is based ~ap 
anatomically normal kidney that has no functiop, 
Wolffe! states that in cases of occlusion of a major 
branch of the renal artery affecting approximately 
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Ficure 2. Retrograde Pyelogram Taken One Week afte | 


Admission. 


There is diminution in the size of the right kidney. 


half the kidney the diagnosis is best shown by 
excretory urograms. The infarcted portion of the 


kidney is poorly demonstrated by the fact of m0} 


concentration of the dye in the tubules of thé 


portion, and the pyelogram is hazy and indistind 
in that pole. Our opinion is that this finding 
more conclusive late in the condition rather that 
early, for at first the configuration of the ren 
pelvis is not changed anatomically. Serial pyelog 
raphy demonstrates a progressive atrophy of the 
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kidney involved, and may show compensatory 
hypertrophy of the other kidney. In the x-ray 
fim of the abdomen, attention should be paid to 
calcification of the great abdominal vessels — a 
good indication that such changes may exist also 
‘n the renal vessels. 

Nelson? and others have described a_ highly 
accurate diagnostic procedure in the aortogram, 
but this is too formidable to be of general use. 
Catheterization of the vena cava and renal vein is 
now performed in many cases for physiologic and 
pathological studies, and may be of value. Such 
a procedure was used in the case reported below 

















Ficure 3. Retrograde Pyelogram Taken Three Weeks after 
Admission. 


This shows still further diminution in size of the right kidney. 
The configuration remains normal. 


and aided inmeasurably in the diagnosis by ob- 
taining no blood flow from the kidney involved. 


MANAGEMENT 


The management of the condition is medical, and 
the prime requisite is rest. Nothing is to be gained 
by surgical intervention, and of course the patient 
18 a poor anesthetic risk on account of the possibility 
of other occlusions. Fluid balance, cardiac failure, 
function of the remaining kidney and all other 
general features of the condition deserve the major 


consideration, for nothing is to be done for the 
thrombosis that has already occurred. Total occlu- 
sion leaves a functionless kidney, but occlusion of 
only a major arterial branch may leave enough 

















Ficure 4. Post-Mortem Roentgenogram of the Kidneys, Renal 
Vessels and Aorta. 


NoteTthe arterial calcification and the comparative size of the 
kidneys. 


renal function to be of value to the life of a patient 
whose circulatory apparatus has suffered such 
severe changes as to allow thrombosis to occur. 


CasE REporRT 


I. M. G. (A-65313), a 62-year-old woman, was admitted 
to the hospital on April 9, 1946. She complained of pain in 
the right upper quadrant of the abdomen of 2 days’ duration. 
The pain was constant and severe, not colicky in nature, and 
radiated through to the right flank. Nausea and vomiting 
began shortly after the onset of the pain and persisted until 
admission. The patient had had no bowel movement for 
2 days. The urinary symptoms of hematuria, dysuria and 
frequency were denied. 

The significant past history was confined to the cardio- 
vascular system. The patient was known to have had hyper- 
tension for several years. One year previously she had 
suffered a mild cerebral accident, with aphasia and right 
facial weakness. These symptoms were temporary, however, 
and she made a complete recovery. She had been able to do 
her housework unti! the onset of the present illness. 
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Physical examination revealed an elderly woman appar- 
ently ill and in acute distress. Significant physical findings 
were confined to the abdomen and the circulatory system. 
The abdomen was moderately distended. There was marked 
tenderness in the right upper quadrant, but no muscle spasm. 
There was even more marked tenderness in the right costo- 
vertebral angle, with moderate voluntary muscle spasm. 
No mass could be felt. Peristalsis was present. Rebound 
tenderness could not be detected. The heart was enlarged 
to the left, without shocks, thrills or murmurs. The rate 
was 76, showing approximately 14 beats per minute dropped, 
in comparison of the apical and radial rates. The rhythm 
was irregular, owing to frequent premature ventricular 
contractions, and the irregularity seemed even more striking 
at the radial pulse. The peripheral vessels were sclerotic, 
and the eyegrounds showed marked arteriolar constriction. 

The temperature was 100°F., the respirations 18, and the 
blood pressure 160/80. 

A specimen of bladder urine obtained through a catheter 
was normal except for a faintly positive test for albumin. 
Examination of the blood disclosed a red-cell count of 
4,600,000, with a hemoglobin of 14 gm. per 100 cc., and a 
white-cell count of 18,200, with 88 per cent neutrophils and 
12 per cent lymphocytes. The nonprotein nitrogen was 
46 mg. per 100 cc. 

On the basis of these findings the patient was admitted to 
the Surgical Service for possible gall-bladder disease, appen- 
dicitis or partial intestinal obstruction. On the night of 
admission a urologic examination was performed. Cystoscopy 
revealed a normal bladder, but no urine was seen to spurt 
from the right ureteral orifice. Both ureters were catheterized 
easily, and the urine from the left side was normal. No 
urine was obtained from the right kidney, although the 
catheter was proved to be patent and in the kidney pelvis. 
The right kidney failed to excrete indigocarmine in 20 min- 
utes, whereas the excretion on the left was prompt and 
adequate. An excretory urogram showed good excretion on 
the left, but none on the right. Retrograde pyelography 
demonstrated that both kidneys were normal anatomically. 
It was noted in all the roentgenograms that there was calci- 
fication of the great abdominal vessels. 

A diagnosis of complete occlusion of the right renal artery 
was made, and the patient was transferred to the Urological 
Service. The electrocardiographic diagnosis was isolated 
ventricular premature systoles. 

For the next 4 weeks the patient continued to be quite 
ill. She complained of pain, but it steadily became less. 
She was semistuporous and lethargic. The blood pressure 
fluctuated from 160/80 on admission to 250/140, averaging 
220/120. The nonprotein nitrogen rose to 68 mg. per 100 cc. 
1 week after admission, and then made a gradual decrease to 
32 mg. per 100 cc. within 4 weeks. 

Five days after admission the patient experienced an 
age of gross hematuria, with nausea and vomiting; the 
skin was cold and clammy, and the blood pressure was at 
its height. She was nearly comatose, and the prognosis was 
grave. The hematuria ceased within 24 hours, and no uro- 
logic studies were made during that time, so that the source 
of the bleeding was undetermined. Thereafter, the urine 
remained clear, but continued to show a positive test for 
albumin and a low specific gravity. 

At weekly intervals during the hospital stay retrograde 
pyelograms were made, and progressive atrophy of the right 
kidney was observed. No resumption of renal function on 
that side was noted. The left kidney remained normal. 
These serial studies were performed on the same table and 
with the same technic, so that exact measurement of the 
atrophy was possible (Fig. 1, 2 and 3). The diminution in 
size was evident at a glance, and measurement revealed a 
change of 2 cm. in length and 7 mm. in width within 3 weeks. 
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Two weeks after admission, catheterization of the righ 
renal vein was performed as a diagnostic procedure. Thi 
was done with a No. 8 Fr. catheter, introduced in a vein . 
the antecubital fossa and passed up into the subclavian vein, 
down the superior vena cava and into the inferior vena cava, 
Under fluoroscopic vision the right renal vein was catheter. 
ized, no flow of blood being obtained from this vessel. ; 

Within a month the patient was considerably improved 
She was sitting up and eating and was much clearer men. 
tally. Six weeks after admission she was allowed to go home 
to be followed weekly in the outpatient clinic. 4 

She did not return to the clinic as directed. Three weeks 
after discharge she was readmitted through the Emergency 
Clinic. She was comatose, with a blood pressure of 156/19) 
a nonprotein nitrogen of 68 mg. per 100 cc., and an irregular 
pulse as previously. She was apparently in extremis and 
became progressively weaker. She died 48 hours after the 
second admission. 

Autopsy. Post-mortem examination confirmed the diag. 
nosis of complete thrombosis of the right renal artery with 
bilateral arterionephrosclerosis (Fig. 4). There was general. 
ized arteriosclerosis, and the primary cause of death was 4 
myocardial infarction due to thrombosis of the left coronary 
artery, The splenic artery and abdominal aorta showed the 
severe calcification as detected by x-ray study. 


SUMMARY 


The pathogenesis, diagnosis and management of 
renal-artery thrombosis are discussed. 

Renal-artery thrombosis is considered to be 
one manifestation of generalized atheromatous 
disease of the arterial system. The condition js 
more frequent than is generally recognized and can 
be diagnosed with present methods. 

A case of complete occlusion of the right renal 
artery due to thrombosis in which the ante-mortem 
diagnosis was confirmed by autopsy is presented. 
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> right MILKMAN’S SYNDROME* 
Te 
vein j 
n vein, Report of a Case 
—m 
theter. ee 5 : . > 
7 Irvinc B. Brick, M.D.f anv Lieutenant Coroner Roiun F. Buncn, M.C., A.U.S.,t 
roved, 
* men. ‘ . Se . . . " - 
"ee ROM time to time in routine radiologic bone \ Despite extensive study in the cases reported as 
studies lesions are encountered whose etiology Milkman’s syndrome, no etiologic factor has been 
.. is difficult to determine. Such a case is reported revealed, and there is nothing specific from a 
6/100, below because of its interest non * radiologic and histologic study of the involved bone. 
egular medical point of view\Milkman!:? presented a case In the treatment of this condition, as in any 
s - ° ge . . . “ . é a ° » “< 
be rs of multiple spontaneous idiopathic symmetrical disease in which the etiologic agent is unknown, a 
fractures in which forty-three fractures were noted great many therapeutic agents have been tried 
ding and for which no etiology was established. Since without any beneficial results. \Primarily, calcium 
wit was ; ; 
neral- Milkman’s report 19 additional cases have been and vitamin A and D therapy have been used most 
was a reported in the literature, with a review by Edeikin extensively. Other agents that have been used are 
a and Schneeberg.’ Of these cases, 16 were reported arsenicals, ultraviolet rays, bone grafts and multi- 
: from Europe. \All except 1 occurred in women, vitamins. 
\ The main clinical characteristics of Milkman’s Hopf* stated that calcium and vitamin D gave 
syndrome are the predilection for middle-aged immediate and lasting relief. Debray,® using phos- 
nt of women, intermittent backache, pains in the legs, phorus (phospho-calcique) and arsenicals reported a 
fatigue, waddling gait, difficulty in changing posi- “functional cure.” Edeikin* claimed a remission 
0 be tions, good nutritional and constitutional condition with vitamin D and ultraviolet-ray therapy. In 
atous despite widespread bone changes and, in the later view of the inability to demonstrate an etiologic 
on is stages, bedfastness. \ Radiographically, the disease is agent, the failure of similar therapy in other cases, 
d can characterized primarily by generalized osteoporosis as well as in the case reported below, and the inter- 
and by a multiplicity of symmetrical fractures with mittent clinical character of the condition, it is 
renal inadequate healing. \The disease in the early phase doubtful that such therapy is of lasting aid in 
rtem is characterized by focal osteoporotic areas, which bona fide cases.\ Thus, another clinical characteristic 
ed. progress to linear areas of rarefaction known as_ of this syndrome is its failure to respond to known 
Looser’s zones and generally called “‘pseudofrac- therapeutic agents. 
tures.’ Above and below the lesions the bone 
»mbosis appears normal except for osteoporosis. As the A 37-year-old man had felt perfectly well until March, 1943. 
artery). | disease progresses, these lesions may give rise to He had had 21 years of service in the Army and until the 
p< ; e : onset of the present illness had served satisfactorily. At 
ence in displacement at the site of the fracture, resulting that time, while returning from a 27-mile road march, he 
ditions in such deformities as coxa vara, but predominantly a pena = injuring the right hip. He was able to con- 
" P t t 4 > j i 
there are few cases of displacement and the lesions With some radiation down the right thigh to'the knee. For 
appear to remain static radiographically, with no the next 2 months he had intermittent severe pain in the 
ie evidence of healing. hip as well as in the lower part of the back and was seen 
, Ure \F aston pinta al us hj atl on sick call at various intervals. In June the first x-ray 
vides i & oratory point of view, nothing pathog- films of the hip were taken and revealed some thinning of the 
; nomonic has been found. In the case presented osseous articular cortex and a minor degree of generalized 
A. 100 below, extensive laboratory studies were conspicuous  ©St€oPorosis of the head of the right femur and the adjacent 
bois ee ality find; acetabulum; some shortening of the neck of the right femur, 
kidney only Dy t Zane ity of the findings. with anterior angulation of the head on the neck, was also 
wis The diseases in which Looser’s zones or pseudo- noted. A diagnosis of traumatic arthritis of the right hip 
' 4 
rudy fractures have been described and thus must be tote df the tke leer alae: ead acts 
considered in a differential diagnosis are osteO- sure that the limp had begun after the injury in March and 
— malacia, rickets and late rickets, renal rickets, Prom potions ve wad he Ns agree — fracture, and the 
vol celi ° ° ° 9° . ~ ’ rmy recoras coniirme these acts. € patient was re- 
an liac disease, chronic idiopathic steatorrhea, Gee's turned to duty, and the pain in the right hip, low back and 
aie disease (intestinal infantilism), nontropical sprue, legs continued. 
sprue, osteogenesis imperfecta (early and late In August the patient went through mustard gas in a 
ulating 8 P ( y ), gas chamber, and burns of both legs below the knee and 





fragilitas ossium, hyperparathyroidism, hyperthy- 
roidism, osteitis deformans (Paget’s disease), bone 
dystrophy secondary to adrenopituitary dysfunction, 
severe chronic acidosis (hyperglycemia), congeni- 
tal syphilis, osteomyelitis, osteopetrosis (“marble 
bones”), march fractures and blood dyscrasias. 


,*From the X-ray Service and Gastrointestinal Section, Walter Reed 
General Hospital, Washington, D. C. 

po resident, Fifth and Sixth Medical Services (Boston University), 
oston City Hospital; formerly, chief, Gastrointestinal Section, Walter 
Reed General Hospital. 


tRadiologist, Walter Reed General Hospital. 


on the right forearm developed. The resultant rash was 
first red and healed slowly, being replaced by a brownish 
pigmentation that remained, particularly on the right leg. 
In the same month he was again hospitalized. X-ray films 
were obtained, and he was returned to duty with a diagnosis 
of arthritis of the right hip. The x-ray films of the lumbar 
spine, pelvis, chest and hip again revealed only the lesion in 
the right hip, the report stating that the femora! head had 
the appearance of an old slipped epiphysis that had fused in 
malposition without undue destruction. It was noted at 
that time that the patient had a distinct waddling gait. The 
observation was made that, despite the fact that the general 
clinical impression and x-ray examination suggested long- 
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standing illness, the symptoms were of relatively recent 
origin. In November the patient was transferred to an 
armored division and because of the continued pain and 
limp was unable to perform duty satisfactorily. By Feb- 
ruary there seemed to be some alleviation of the pain, but 
at that time a rash developed on both legs below the knees 
and on the right forearm. This was over the skin area that 
had been subjected to the mustard burn some months pre- 
viously. The patient was transferred from several units 

















Ficure 1. Pseudofractures of the Spinous Processes of the 
Fifth, Sixth and Seventh Cervical Segments, with Generalized 


Osteoporosis and Biconcave Lower Cervical Bodies. 


because of inability to perform duty satisfactorily. The pain 
and stiffness prevented him from getting out of a chair rapidly 
or from walking fast, and he stumbled and fell rather fre- 
quently. Because of the continuing difficulty, he was again 
admitted to an Army hospital on March 16, 1945. 

In the interval there had been an increase in the difficulty 
in walking, in the limp with waddling gait, in the pain in 
the low back and the right hip and occasionally in the right 
leg.. These symptoms had remained practically unchanged 
to date. The patient’s general health had otherwise been 
good, and he had gained about 10 pounds in weight since 
the onset of the illness. 

The patient had served in Panama from 1924 to 1930, in 
Hawaii from 1930 to 1933 and from 1938 to 1940. The 
patient drank occasionally and smoked about 11% packages 
of cigarettes daily. He used no habit-forming drugs. 

The patient’s mother was living and well at 68 years of 
age, and his father, 70 years of age, was in good health. 
The patient had two siblings, both living and well. There 
was no family history of diabetes, tuberculosis, syphilis or 
cancer. No member of the family, to his knowledge, had 
had arthritis, bone disease or nervous or mental disorders. 

The patient had had the usual childhood diseases but no 
scarlet fever, diphtheria or rheumatic fever. He had had 
malaria in 1926 while in Panama, but there had been no 
recurrence. In 1942, after an inoculation for yellow fever, 
he had a mild case of jaundice with no sequelae. There had 


been no injuries of significance. 
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Physical examination revealed a patient who was 5 fee 
7% inches tall. The skin was clear except for brown en 
of pigmentation over both legs extending from 10 em, below 
the knees to just above the ankles. There was a large bene 
pigmented area on the lateral side of the left foot. The a 
ears, nose and throat were normal. There were no palpable 
lymph nodes. The heart and lungs were normal. The gb, | 
domen revealed no tenderness, palpable viscera or Masses 
The genitourinary system was normal. Rectal examinatiog 
was negative. The patient walked with a marked limp and 
a waddling gait. He had difficulty in movement requiring | 
flexion of the low back or right hip. The right leg on 
approximately 4 cm. shorter than the left. Motion was fre 
in all normal excursions in the left hip. There was slight 
tenderness over the right sacroiliac region and in the right 
hip joint. There was no noticeable scoliosis of the sping 
There was moderate generalized weakness but no gross 
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Ficure 2. Bilateral Interarticular Isthmus Hiatus of the 
Third, Fourth and Fifth Lumbar Segments. ' 
4 

atrophy of the muscular system. Neurologic examination | 
was negative, and the reflexes were physiologic. , 
The blood pressure was 120/80. ' 
X-ray studies in March, 1945, disclosed a moderate degree : 
of generalized osteoporosis. An irregular longitudinal line ® J 


rarefaction extending across the superior margin of the leit 
acetabulum was noted. There was no evidence of cartilage 
destruction in the joints. Little or no bone production Wa § 
noted in any of the localized areas of bone destruction 
There was no bowing of the femurs. The bone changes wet 
noted to be predominantly within the cortex. Later x-fi 
films revealed narrowing of the bodies of the fifth and sit 
dorsal vertebras and pseudofractures of the spinous proces 
of the fifth, sixth and seventh cervical vertebras (Fig. I 
Further x-ray changes included generalized osteoporosis 4m 
1 the interarticularis isthmus hiatus bilat- 
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erally in the third, fourth and fifth lumbar segments (Fig. 2); 
of the second to the fourth and the sixth, seventh, ninth, tenth 
and eleventh left ribs and the second, seventh, eighth and 
tenth right ribs; of the manubrium; of the acromioclavicular 
rocesses and the middle thirds of both scapular bodies 
below the spines (Fig. 3); of both radial necks (Fig. 4); of 
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examination showed a red-cell count of 5,500,000, with 
16.09 gm. of hemoglobin, and a white-cell count of 5600, 
with 52 per cent neutrophils, 47 per cent lymphocytes and 
1 per cent monocytes. The clotting time was 3 minutes, and 
the bleeding time 2 minutes. The hematocrit was 47 vol. 
per cent, with a sedimentation rate of 7 mm. in 1 hour, 














Ficure_e 3. 





Pseudofractures of the Acromion, a Linear Fracture of the Body of the Scapula and 


Fractures of the Second, Third and Fourth Ribs. 


the distal phalanx of the left middle finger (Fig. 5); of the 
superior margin of the left acetabulum (Fig. 6); of the neck 
of the right femur, with a coxa-vara deformity (Fig. 7); 
and of both patellas (linear). An intravenous pyelogram 


Blood Kahn and Wassermann tests were repeatedly negative. 
Examination of the spinal fluid was within normal limits. 
Repeated urinalyses showed only one significant finding — 
a ++ Benedict’s test for glucose on several examinations. 

















Ficure 4. 


did not reveal any renal abnormality. Examination of the 
gastrointestinal tract, including the small intestine, was 
within normal limits. 

During the past year the patient has undergone intensive 
aboratory study without any diagnostic findings. Repeated 
1ematologic studies were within normal limits. The last 


I 


Bilaterally Symmetrical Pseudofractures of Both Radial Necks. 


Many examinations, however, were negative for sugar. 
Fasting blood sugars ranged at various times from 75 to 
85 mg. per 100 cc., and glucose-tolerance tests were negative. 
The last such test performed showed a fasting blood sugar 
of 82 mg. per 100 cc., with a rise to 152 mg. in % hour and 
a decline to 97 mg. in 1% hours and to 85 mg. in 2 hours. 


’ 
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Benedict’s test, however, was ++++ for glucose after the 
control. This was repeated, and practically the same results 
obtained, indicating a low renal glucose threshold. The 
serum alkaline phosphatase ranged from 5 to 15 Bodansky 


hydrochloric acid values of 39, 14, 40, 53 and 30 clinica) 
units. The total serum protein on the last €Xa mination 
which was typical of the others, revealed 6.34 gm. per 100 c¢. 
with 4.9 gm. of albumin! and 1.43 gm. of globulin, Repeated 

















Ficure 5. Roentgenograms of 


The film on the left shows only mottled osteoporosis. 
well developed Looser’s line through the base of the 


units; the last such examination on July 18, 1946, revealed 
14.7 Bodansky units —a slight elevation. The serum acid 
phosphatase was within normal limits. Various determina- 

















Ficure 6. Pseudofracture of the Left Ilium Extending across 
the Superior Portion of the Acetabulum. 


tions of the serum cholesterol and cholesterol esters were 
normal. Repeated examinations of the urine for Bence- 
Jones protein were negative. The icteric index was normal, 
as were the cephalin-flocculation and bromsulfalein tests. 
A fractional gastric analysis with histamine revealed free 


the Fingers of the Left Hand. 


That on the right, taken two months later, shows a 
distal phalanx of the middle finger. 


examinations of the feces showed no starch granules, no 
increase in the fat content and negative examinations for 
occult blood and parasites or ova. Basal metabolic rates 

















Figure 7. Fracture of the Neck of the Right Femur, witha 
Coxa-Vara Deformity. 


were obtained at varying intervals and ranged from —Il 
to +13 per cent. The Congo-red test was negative. 
Extensive and repeated calcium-balance studies were ob 
tained over an 18-month period without revealing significant 
results. In various laboratories and at various times during 
this interval the blood phosphorus ranged from 1.6 to 38 
mg. per 100 cc., and the calcium values ranged from 8.8 
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100 cc. Between the extremes numerous normal 
obtained, and repetition of the chemical studies 
Ited in further normal values on the follow-up 


11.8 mg. per 
values were 
always resu 


mination. ; 
“Goecial studies were done after the patient had been 


don a diet containing approximately 0.1 gm. of calcium 

for 2 weeks. The serum alkaline phosphatase was 
11.7 Bodansky units, the serum acid phosphatase 0.1 Bo- 
dansky unit, the serum phosphorus 2.15 mg., and the serum 
calcium 9.9 mg. per 100 cc.; the 24-hour fecal phosphorus was 
64.8 mg., the 24-hour fecal calcium 304 mg., the 24-hour 
urine phosphorus 761.6 mg., the 24-hour urine calcium 112 
mg., and the 24-hour urine 17-ketosteroids 10.8 mg. 

Studies of the blood chloride, uric acid and blood urea 
nitrogen were within normal limits. The blood phosphatase 
was slightly elevated on most examinations, and the phos- 
phorus content of the serum was at the lower limits of normal. 
Repeated electrocardiograms were within normal limits. 
A biopsy from the right tibia on May 2, 1945, revealed no 
areas of fibrosis, and the segment of cortex appeared thin. 
The Haversian canals were extremely large, and a diagnosis 
of rarefied bone was made. Biopsy of the skin over the 
pigmented area on the left leg was reported to show hyper- 
pigmentation of the skin with atrophy. ; 

For 134 years the patient’s condition changed little. There 
was some progression of the x-ray changes, but the general 
physical condition remained unimpaired. From time to time 
the patient had greater degrees of pain in the lower back, 
right hip and legs. He was seen by various orthopedic con- 
sultants, who believed that no orthopedic treatment was 
indicated for the shortening of the right leg. Treatment 
with large amounts of various preparations of vitamins D 
and A, of calcium given both orally and parenterally, of 
multiple vitamins and of high-calorie and high-vitamin diets 
did not result in any change in the bone condition. The 
patient gained weight during hospitalization and had no 
complaints other than the difficulty in walking. He was 
able to walk short distances with a cane but had difficulty 
in getting out of bed unaided and in arising from the sitting 
position. Physiotherapy afforded some symptomatic relief 
of pain. 


place 
daily 


This case is considered to fall within the criteria 
for the diagnosis of Milkman’s syndrome. The 
various conditions in which pseudofractures occur 
were satisfactorily eliminated, both clinically and 
by laboratory means. This case, in which the 
patient presented thirty-nine fractures, is typical 
of the chronicity of the condition. Autopsy has 
been reported in only 1 case, after eight years of 
observation, and nothing of pathognomonic value 
was found on histologic study.” 

The case reported above is somewhat unique in 
that it occurred in a male, only 1 similar case 
having been reported.® 
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Camp and McCullough,’ in a learned discussion 
of pseudofractures, point out the varied and diverse 
diseases affecting the skeletal system in which such 
lesions occur, and deny the existence of this distinct 
clinical entity. In the diseases listed by them, 
however, careful clinical study would ordinarily 
lead to a definitive diagnosis, since the pseudo- 
fractures are but a minor finding in these conditions. 
In the group of cases under discussion as Milkman’s 
syndrome, the obvious features of the disease in 
differential diagnosis listed by Camp and Mc- 
Cullough are absent and what remains is a distinct 
syndrome of unknown etiology. 


SUMMARY 


A case of Milkman’s syndrome occurring in a 
male is reported. 

A brief review of the literature and differential 
diagnosis is presented. 


Subsequent to the preparation of this paper, Albright and 
his associates,’ in a presentation wealthy in metabolic data, 
conclude that Milkman’s syndrome is a form of osteomalacia, 
underlying which there may be various etiologies. Emphasis 
is placed on osteomalacia resulting from a specific form of 
renal acidosis, tubular insufficiency without glomerular 
insufficiency. They, too, disagree with Camp and McCul- 
lough and believe that the ribbon-like zones of decalci- 
fication, called “pseudofractures” by some authors, are 
found only in Milkman’s syndrome and are consistent with 
underlying osteomalacia. The various etiologies listed 
in this article explain why therapy must necessarily differ 
to be efficacious in all cases of Milkman’s syndrome. 
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MEDICAL PROGRESS 


CHEMICAL FACTORS IN ASTHMA* 


Joun G. Wiswe i, M.D.,j anp Francis M. Racxemann, M.D.T 


BOSTON 


NOWLEDGE of what takes place within the 

patient during a paroxysm of asthma og during 
an attack of urticaria is not at all clear. Such 
simple matters as the balances of water, salt or 
acids and bases have been observed in asthma and 
in other so-called “allergic diseases,” but few of the 
studies are sufficiently controlled to establish any 
definite conclusions. The fact is that the available 
data are often conflicting and therefore confusing. 
For example, some practitioners treat their patients 
by withholding salt and water, and others by 
administering salt and water by mouth and by 
vein, each group claiming good clinical results. 
Acids are given sometimes in large amounts, and 
good effects are reported from the treatment; 
alkalies are given by other authors, apparently 
with similar success. The feeding of potassium is 
advised in some cases, and the injection of calcium 
in others. Vitamins are administered in the hope 
that the extra quantities will be beneficial. 

It is quite evident that present impressions 
derive almost entirely from clinical observations. 
Good experiments, carefully devised and carefully 
executed with proper controls, are mostly lacking. 
If patients are to be treated with uniform success, 
the rationale of treatment must be understood — 
the physiologic reasons as well as the clinical indica- 
tions for the different procedures and the results 
that can be expected must be known. Before 
these matters can be investigated, a review of the 
literature is necessary, and since the literature is 
voluminous and is not without clinical interest, the 
published papers that have a bearing on this are 
discussed. 


Tue Acip-Base BALANCE 


In 1928 Criep and McElroy! observed that some 
cases of urticaria improved following the adminis- 
tration of dilute hydrochloric acid. By the Rehfuss 
technic the gastric contents of 65 healthy medical 
students and of 50 patients suffering from asthma 
or other allergic conditions were examined, a com- 
plete lack of hydrochloric acid in 36 per cent and a 
hypoacidity in another 32 per cent being reported. 
\ The authors concluded that a low gastric acidity, 
although not constant in allergy, was much more 
frequent than in normal persons. In 1930 Beckman? 
considered “potential alkalosis’”’ a causative factor 


*From the Allergy Clinic, Massachusetts General Hospital. 

tResearch fellow in medicine, Massachusetts General Hospital. 

tPhysician and chief, Allergy Clinic, Massachusetts General Hospital; 
lecturer in medicine, Harvard Medical! School 


in allergy. By this he meant that the allergic person 
tended to store up too much alkali or to neutralize 
too effectively the acid substances produced during 
normal metabolism, and he cited the low incidence 
of allergy in patients with diabetes, starvation, 
pregnancy and acute infectious diseases, in all of 
which he claimed that there was a tendency to 
acidosis. He stated that the allergy improved 
when the patient was rendered more acidotic, as by 
treatment with calcium, whisky and acetylsalicylic 
acid or mineral-acid therapy. Beckman treated 
237 cases of hay fever with nitrohydrochloric acid 
(4 cc. of a 1.5 per cent aqueous solution four times 
a day) and obtained improvement in 65 per cent. 
Unfortunately, he did not present any figures to 
show the degree of acidosis, and in the cases that 
improved under acid treatment he did not mention 
environment, weather or pollen counts, which 
might also have explained the good result. 

In 1936 Loveless’ studied the gastric contents of 
138 children and adults with allergic diseases an 
hour after the ingestion of an Ewald meal.\ In 
contrast to Beckman, she could not find any signifi- 
cant deviation from the normal level of gastric 
acidity, nor did intensive hydrochloric acid therapy 

-4 cc. of dilute hydrochloric acid (U.S.P.) three 
times a day — influence the acid-base balance as 
shown by the bicarbonate-tolerance test and by 
studies of the plasma carbon dioxide content. The 
alkali reserve was not lowered to any appreciable 
extent. Clinical results on the patients receiving 
intensive acid therapy did not show any beneficial 
effects. 

Evidently, then, potential alkalosis is not a con- 
stant factor in patients with allergy. On the con- 
trary, the poor pulmonary ventilation in asthma 
causes a retention of excess carbon dioxide in the 
blood and a compensatory rise in the plasma 
bicarbonate level. When a nonvolatile acid like 
hydrochloric acid is administered it will combine 
with the bicarbonate, releasing carbon dioxide, 
and the chloride will be excreted by the kidneys. 
If the excess carbon dioxide can then be eliminated 
by the lungs, all will be well; if not, dyspnea may 
become increased, for it is the accumulation of 
carbon dioxide, as well as the anoxemia, that causes 
the distress in these patients. If alkali is admin 
tered it will compensate for the excessive carbon 
dioxide for a time, and the normal ratio between 
carbonic acid and bicarbonate will be established 
at a higher level. Eventually, however, a limit 8 
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reached: the lungs cannot blow off more carbon 
dioxide, the kidneys cannot take care of the base, 
and meanwhile the excessive carbon dioxide in the 
blood diminishes the content of oxygen. Dyspnea 
increases dangerously; the treatment may thus 


do harm. 
Soprum, PorassituM AND WarTER BALaNcE 


It is well known that sodium potassium and 
chloride are vital to the regulation of the normal 
intracellular fluid electrolyte balance. Most of the 
sodium and the chloride ions are contained in the 
plasma of the blood and in the interstitial fluids, 
whereas most of the potassium resides in the tissue 
cells. Potassium leaves the cells when their mem- 
brane permeability is altered, or when increase of 
acid in the blood draws base from the inside of cells. 
Thus, muscular activity causes a movement of 
potassium from cells into the body fluids. Potas- 
sium is also lost from cells when there is a loss of 
total salt and water, as in hemorrhage or burns. 
Trauma, intestinal obstruction, severe infections 
and Addison’s disease, which cause a loss of body 
sodium, pull out cellular potassium. In hyperten- 
sion or after an injection of adrenalin, there may 
be an increase of serum potassium. It is also known 
that an infusion of sodium chloride or stimulation 
of the central vagus nerve will result in an increase 
of serum potassium. Sodium and potassium ions 
tend to increase neuromuscular excitability, and 
potassium is said to be concerned with the release 
of acetylcholine at nerve endings. 

The normal level of potassium in the blood ranges 
between 3 and 5 milliequiv. per liter. In 1927 
Kylin‘ first called attention to abnormally high 
levels of potassium in the blood serums of asthmatic 
patients; he found an average value of 6.5 milliequiv. 
per liter in 40 patients. Unfortunately, Unshelm,5 
in 1929, and Lierle and Sage,® in 1932, could not 
repeat his results: they reported normal levels of 
5 milliequiv. per liter. In 1937 Rusk and Kenamore’ 


claimed that potassium therapy was indicated in’ 


urticaria, stating that potassium metabolism was 
markedly altered in skin inflammation and irrita- 
bility, and that an increase in skin potassium caused 
an appreciable decrease in localized irritability. 
They pointed out that potassium is similar to 
adrenalin in its pharmacologic action. In 6 patients 
with chronic urticaria a high-protein, low-sodium, 
acid-ash diet was used, with 4 to 6 gm. of potassium 
chloride added daily, and good results were ob- 
tained. No laboratory figures to support the theory 
were presented, however, and the number of cases 
was too small for any definite conclusions to be 
formed. In the same year Wenner and Buhrmester® 
reported the liberation of an acetylcholine-like 
substance in rabbits during anaphylactic shock, 
which they thought was caused by the marked 
increase in serum potassium that they found. They 
admitted that the specific action of potassium on 
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the vegetative nervous extremely 
uncertain. 

In 1938 Cohen,® following the suggestions of Rusk 
and Kenamore,’ treated 8 cases of chronic urticaria 
with a high-protein, low-sodium, acid-ash diet with 
added potassium chloride, but he did not find 
improvement in any case. Bloom!® thought that 
allergy might be basically an endocrine dysfunction 
with secondary disturbances of electrolyte metab- 
olism. He treated 29 cases of hay fever with 0.3 
gm. of potassium chloride three times daily, and 
obtained good results; a few cases of eczema, nasal 
polyposis, acute urticaria, chronic allergic sinusitis 
and migraine also improved under the same therapy. 
Patients with chronic urticaria were not benefited. 
It is difficult to see how such a small dose of potas- 
sium chloride could alter the body electrolyte 
balance; the author did not present any laboratory 
studies, nor did he mention other variable factors 
that influence hay fever, such as atmospheric condi- 
tions and environment. Rusk, Weichselbaum and 
Somogyi! reported serum potassium levels above 
normal in 20 patients with ‘urticaria and in 10 
patients with bronchial asthma. They postulated 
that potassium was released from the cells and that, 
if an excess of potassium was fed, the cellular loss 
would be replaced and the symptoms would be 
improved; some patients so treated obtained relief. 

This new idea of treatment with potassium drew 
a variety of papers from American clinics. Using 
approximately 1 gm. of potassium chloride daily in 
various numbers of patients with allergic disorders, 
Harley,” Harsh and Donovan, Rubin and his 
associates,4 Engelsher!® and Furstenberg and Gay"® 
could not produce any appreciable benefit. Abt!’ 
obtained good results in patients suffering from 
hay fever and asthma, but his therapy with potas- 
sium chloride was given in October after the hay- 
fever season was over. Parker!* reported that 
persons with asthma, hay fever or vasomotor 
rhinitis who received potassium chloride or potas- 
sium gluconate were generally benefited. 

Reports on the influence of sodium and water on 
patients with asthma and allied disorders are also 
numerous. Pitressin, the antidiuretic principle of 
the pituitary gland, causes not only a retention of 
body water but also a coincident absolute increase 
in the output of sodium and of chloride in the normal 
subject. Cook and Stoesser!®: 2° believed that this 
action offered a unique opportunity to dissociate 
the effects of water and salt in the asthmatic patient: 
they gave 6 asthmatic children a low-sodium diet 
and also Pitressin in doses of 0.3 to 0.5 cc. every 
three hours for eight doses, or until there was a 
gain in weight due to the water retention, and when 
this occurred the asthma improved. Acute symp- 
toms developed in 1 case when a dose of 0.6 gm. of 
sodium chloride was given. The authors suggested 
that the sodium ion exercised an adverse influence 


system was 
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on the asthmatic patient, independent of its usual 
relation to hydration. 

In 1939 Sheldon, Howes and Stuart” speculated 
on the relation of general body water and sodium 
to the local tissue edema occurring in allergic dis- 
ease. They studied water and sodium metabolism 
in 5 asthmatic patients, measuring carefully the 
diets, intake and output. They found that, during 
prolonged asthmatic attacks, there was a definite 
loss of body water and sodium. In the following 
year Stoesser and Cook” reported further investiga- 
tions. In 12 asthmatic children they varied the 
electrolyte metabolism by different procedures and 
found no consistent changes in the levels of potas- 
sium, chloride or sodium in the blood serum. In 
some cases they observed remissions when the 
patients were given a diet with low-salt content 
and at the same time were treated with artificial 
fever, but asthma recurred when 1 or 2 gm. of 
sodium chloride was added to the diet. In other 
cases, when 6 to 10 gm. of potassium chloride daily 
was added to the low-sodium diet, mild attacks of 
asthma ceased, but the severer ones continued; 
when the potassium chloride was discontinued, the 
latter ceased. The authors concluded that the 
amounts of sodium, potassium and chloride in the 
diet were of importance in the control of bronchial 
asthma occurring in children, but they did not 
explain the reason for the beneficial effect of either 
the restriction of sodium chloride or the administra- 
tion of potassium chloride. 

Further studies on changes in serum sodium con- 
centration in allergy were made in 1940 by Donovan 
and Harsh,” who determined the serum sodium 
concentrations of 50 patients suffering from asthma, 
urticaria or allergic rhinitis and of 133 persons who 
gave no personal or family history of allergy. The 
concentrations of both patients and controls fell 
within normal limits, and the authors concluded 
that there was no evidence of a direct connection 
between the allergic symptoms and the concentra- 
tion of sodium in the serums of the allergic patients. 
In 1940 Kern,™ discussing water balance in allergy, 
presented the theory that changes in the water 
balance of the body influence the occurrence of 
allergic phenomena. His statement was as follows: 


Water and salt retention will favor the development of 
allergic reactions. Dehydration and salt loss will antago- 
nize allergic reactions. Increased intake of sodium, by 
tending to increase interstitial fluid and edema, will also 
favor the development of allergic reactions. Increased 
intake of potassium or decreased intake of sodium, will 
antagonize allergic reactions. Such shifts of water balance 
occur clinically in a variety of conditions, or they may 
be induced by a number of therapeutic measures. But 
the effect of hydration and dehydration on allergic reac- 
tions is purely nonspecific, and consequently the causes 
initiating changes in water balance must not have attrib- 
uted to them any specific etiologic significance in the 
causation of the allergy itself. 


In 1941 Kinsell and Zwemer®® attacked the 
problem by another method. They studied the 


level of potassium in the blood of guinea Pigs jn 
anaphylactic shock. They sensitized 34 animals 
with 0.25 cc. of horse serum, and gave the second 


(shock) dose intraperitoneally one to four weeks | 
later. In animals in which anaphylactic shock of | 


rapid onset and marked intensity was produced 
they observed a definite rise in plasma potassium, 
which was greater than could be accounted for by 
the hemoconcentration, as measured by the red-l 


volume and the plasma protein. This wag jp | 


contrast to the control group, which showed hemo. 
dilution, lowered plasma protein and, in some cages 
lowered potassium. The authors did not understand 
the mechanism of the rise in potassium, but they 
assumed that there was a loss of potassium by cells 
due to either a change in cell-membrane pen 
meability or a disruption in the hypothetical intra. 
cellular potassium colloid complex, or both. Since 
injections of potassium salts produce many symp. 
toms of shock, these findings suggested that the 
use of large amounts of potassium in allergic cop. 
ditions was contraindicated rather than indicated, 
In the same year Sullivan?* was doubtful whether 
potassium and calcium influenced the local water 
balance by physicochemical changes or by pharmaco 


logic effects on the nerveus system. He treated | 


29 patients — mostly asthmatics — 13 with 25 per 


cent potassium chloride solution and 16 with calcium | 


gluconate. Neither group experienced any marked 
degree of relief of symptoms, and in neither group 
did the levels of calcium, potassium and chloride 
in the blood show any deviation from normal values, 

In 1942 Stoesser,?”? who had studied the effects of 
potassium therapy in children with asthma, turned 
his attention to infants with eczema. It had been 
shown by Holt and others that infants had a higher 


content of water and of sodium chloride and a | 
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lower potassium-sodium ratio than older children; | 


these features disappeared with growth, but in the | 
child with eczema the disappearance was slow. | 


Stoesser gave 4.0 gm. of potassium chloride daily 
to some of his eczematous infants. During the acute 
eczema the serum potassium level was above normal 
both in the treated infants and in the untreated 
eczematous cases, but when the oozing subsided 


the values for potassium became normal in both | 


groups. Meanwhile, the serum sodium and chloride 
were normal in all cases and during all stages of the 
eczema. The author concluded that there was 4 
marked disarrangement of the normal electrolyte 


balance, that in eczema the threshold for excte § 


tion of potassium was raised so that the tissue cells 
had a high content of potassium and that therapy 
with potassium chloride was therefore not indicated. 

In 1942 Harsh and Donovan?*: 2 studied 12 asth 
matic children. At first they fed a diet normal if 
sodium but high in potassium, with the daily 
addition of 7.5 gm. of potassium chloride, and 
found little change in the asthma. When, howevel, 


they fed a diet normal in potassium but high # 
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sodium, with 6.0 gm. of sodium chloride added 
daily, the children were worse, and, furthermore, 
the blood potassium was even higher than it had 
been on the high-potassium diet. The blood sodium, 
on the other hand, was lower than that in the non- 
allergic children on the same diet, and more sodium 
was excreted in the urine. 
In 1939 Rubin and Rapoport*® had claimed that 
injections of potassium chloride with restriction of 
sodium protected guinea pigs from a shock dose of 
antigen. To confirm this evidence, Carlson and 
Whitehead* sensitized guinea pigs with sheep 
serum and determined the minimum lethal dose of 
the antigen. When they administered the shock 
dose of the antigen they gave at the same time 
sodium thiosulfate, potassium chloride or potassium 
thiosulfate. They found that sodium thiosulfate 
showed no inhibitory effect on the anaphylactic 
reaction, but that potassium, either chloride or 
thiosulfate, afforded protection against the mini- 
mum lethal dose of antigen. From previous observa- 
tions in their clinic Stoesser and Booth® had 
assumed that the depletion of body sodium, how- 
ever produced, relieved the symptoms in patients 
with asthma. They then subjected children with 
chronic asthma to various other forms of therapy. 
To one group they administered 2 to 12 gm. of 
potassium chloride daily and kept the sodium and 
chloride intake constant. This treatment produced 
a diuresis with loss of sodium, and there was an 
apparent improvement in the asthma. To another 
group they gave 1 to 10 gm. of sodium chloride, 
8 to 20 mg. of desoxycorticosterone acetate and 
8 cc. of adrenocortical extract each day. Like 
Harsh and Donovan, they noted that with the 
retention of sodium and the excretion of potassium 
the symptoms of asthma increased in severity. 
From the above it is obvious that the literature 
contains evidence concerning the roles of potassium, 
sodium and water in allergy that is confusing if not 
conflicting. Some workers (Rusk,’? Bloom!® and 
Parker'®) claim improvement of patients with 
allergic conditions by potassium therapy. Others 
(Cohen,® Harley, Harsh and Donovan,! Rubin," 
Engelsher,!® Furstenberg!® and Sullivan®*) find no 
appreciable benefit from such therapy. Stoesser 
and Cook!* 2.22 claim that asthma is aggravated 
by retention of water and sodium. In our clinic 
patients with severe asthma who become dehydrated 
and who improve after administration of water and 
sodium chloride (isotonic solution) are seen. So 
far, it can be concluded only that any marked 
shift in water balance one way or the other may 
aggravate or improve asthma. There is no evidence 
that changes in electrolyte and water balance are 
specific or that they are a fundamental factor in 
the symptom complex. 


Catcium, PHospHorus AND MAGNESIUM 


. Another drug formerly used with some enthusiasm 
i the treatment of asthma is calcium, which has 
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an effect on nerve and muscle irritability. Whereas 
an excess of total calcium has little effect on the 
function of the nervous system, a reduction in 
ionized calcium excites the peripheral and central 
nervous systems. Calcium deficiency affects pri- 
marily the peripheral neuromuscular mechanism. 
Bronk and his associates* have shown that auto- 
nomic ganglion cells are stimulated by a decrease in 
calcium concentration so that the cells are more 
readily excited by acetylcholine, whereas an in- 
crease of calcium blocks transmission. In addition, 
it is stated that calcium decreases the permeability 
of capillaries, although there.is little experimental 
evidence in support of this contention. Because of 
their effect on ganglions and capillaries, calcium 
salts have been widely used for the control of in- 
flammation and edema in asthma, urticaria and 
angioneurotic edema. Unfortunately, the use of 
calcium in practice has not supported the theory. 

Tainter and Van Deventer*™ tested the effect of 
calcium lactate on the experimental edemas pro- 
duced in rabbits and cats by such drugs as para- 
phenylendiamine and mustard but could not 
demonstrate any protective action. 

In 1928 Criep and McElroy! determined the blood 
calcium level in patients with asthma, urticaria or 
angioneurotic edema. In a group of 40 nonallergic 
persons the normal value was observed to be 
10.43 mg. per 100 cc. In 80 patients with asthma 
the total blood calcium was 10.08 mg., in 43 cases 
of hay fever it was 10.55 mg., in 21 cases of urticaria 
9.66 mg., and in 2 cases of angioneurotic edema 
10.40 mg. per 100 cc. Their conclusions were that 
a deficiency of calcium does not exist in atopic 
conditions, that calcium therapy, as lactate given 
in doses of 5 gm. three times daily for twenty days 
with parathyroid extract, has little if any influence 
on the blood calcium of allergic patients, and that 
the rationale of calcium therapy, because some 
allergic patients improve after intravenous adminis- 
tration of calcium, is based on the idea that calcium 
depresses all tissues, especially the nervous system, 
and tends to lessen the permeability of tissue cells 
and thus to reduce transudation, which is a fre- 
quent manifestation in the shock organs of allergic 
patients. Sterling*® found normal blood calcium 
levels in 62 of 85 allergic patients, and blood phos- 
phorus levels below the normal, which he called 
3.0 to 4.5 mg. per 100 cc., the method of determina- 
tion not being reported. He claimed a marked 
symptomatic improvement in a high percentage of 
patients who were “‘put on phosphorus,” and his 
theory was that the offending allergens were con- 
verted into harmless substances by enzymes acti- 
vated by the phosphate. This theory has not been 
substantiated, and successful treatment with phos- 
phorus has not been reported by others. 

In 1929 Greenberg and Gunther** thought that 
a study of the diffusible calcium might give different 
results from those of total blood calcium in allergic 
persons. They analyzed the bloods of 14 patients 
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with various allergic disorders, and found that the 
diffusible calcium varied between 4.0 and 5.6 mg. 
per 100 cc.; their figures for nonallergic adults 
varied from 4.5 to 6.0 mg. per 100 cc. In their 
cases the total and diffusible calcium of the blood 
serum varied together and within the normal range. 
Cantarow,*” however, found a definite and quite 
constant increase in the ratio of diffusible to non- 
diffusible calcium in the blood in 25 cases of bron- 
chial asthma, and he considered the disturbance of 
calcium balance to be related to the increased 
capillary and cellular permeability that was be- 
lieved to exist in. bronchial asthma and allied 
disorders. 

Ramirez** picked 50 patients with asthma, 50 
with hay fever and 50 with urticaria in whom the 
levels of blood calcium were less than 10 mg. per 
100 cc. If calcium could help allergic patients, it 
should have done so in this group. After calcium 
therapy the levels of calcium in the blood were 
slightly increased, but was little clinical 
improvement. Kern and Teller*® showed that 
blood calcium was normal (9 to 11 mg. per 100 cc.) 
in nearly all of 88 cases of asthma — both allergic 
and ‘“‘infectious.”” Lierle and Sage® also found 
normal levels of calcium and phosphorus with 
normal serum protein concentrations in the bloods 
of 20 asthmatic patients. In 1931 Crandall and 
Feinberg*® observed the average level of serum 
phosphorus to be 3.57 mg. per 100 cc. in 75 allergic 
patients. In contrast to Sterling*® they concluded 
that the level of inorganic phosphorus in the serum 
of the fasting allergic person was within normal 
limits. 

Magnesium is essential for the functional integrity 
of the neuromuscular system — it blocks muscular 
contraction, produces a true depression of the central 
nervous system and has a local anesthetic action 
on peripheral nerves. It also causes respiratory 
failure when used as a depressant; the fact that 
this can be relieved by administration of calcium 
indicates an antagonistic action of the two drugs. 

In 1938 Braden and Braden“ studied the levels 
of magnesium in the blood serum of 30 patients 
with allergic symptoms and found the values to be 
well within the range of normal variation. Haury,” 
observing that anaphylactic shock in sensitized 
guinea pigs could be prevented by raising of the 
serum magnesium before the test injection, analyzed 
the blood of 66 patients suffering with bronchial 
asthma. Half the patients with acute asthma 
showed low values for serum magnesium. He con- 
cluded that a deficiency of the magnesium ion 
was a contributing factor in asthma by upsetting 
the neuromuscular mechanism but that hypo- 
magnesemia was by no means an essential etiologic 
factor. Two of his patients, at the height of an 
asthmatic paroxysm, were given 20 cc. of 10 per 
cent magnesium sulfate intravenously and 4 cc. 
of a 50 per cent solution of the same drug intra- 


there 
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muscularly, and were relieved for approximately 
twenty-four hours. YY 

Thus, according to the majority of workers it is | 
evident that there is no important disturbance of 
calcium, of phosphorus or of magnesium metabolism 
in allergic patients. Treatment with these com. 
pounds is certainly not specific. As outlined aboy 
if it does good at all, the mechanism can depend 
only on the pharmacologic effect of these substances 
on the neuromuscular mechanism. 


(To be concluded) 
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ar = CASE 33361 
ie report 
P PRESENTATION OF CASE 
Y report 
= A fifty-nine-year-old schoolteacher was admitted 
a to the hospital because of jaundice and malaise. 
ee About a month before admission the patient had 
n alles | begun to notice slight nausea. ‘Two weeks later 
,$.M) severe malaise and increasing weakness appeared, 
a and ten days before admission, jaundice, light stools 
4k} and dark urine were noted. The jaundice increased 
> 
ctvena | becoming severe, until two days before entry, when 
ae it seemed to decrease, but without change in the 
loride is | urine or stools. The patient had had chilly sensa- 
a tions but no real shaking chills, and she had felt 
lation hot. There was no pain or abdominal tenderness; 
-_ the appetite had decreased somewhat, and she had 
= lost 7 pounds in the last ten days. There was no 
hange i history of exposure to other jaundiced people or 
Ssin. . ° o . 
chemicals or of alcoholism. There was some intoler- 
+) t 
a ance to greasy foods. 
| The past history revealed that at the age of 
een ¢eitt bd 
hild. thirty-five, at about the fourth month of pregnancy, 
ize an appendectomy had been performed in this hos- 
, 1940 pital. The patient was readmitted fourteen years 
a 2 later because of epigastric pain of a year’s duration, 
ck oe | associated with frequent eructations and regurgita- 
~—— tion of food. Five weeks prior to that admission, 
otassiul . 
she had vomited about half a cupful of blood, and 
ssium she had subsequently vomited small amounts of 
tions)  lood on four or five occasions. X-ray films at that 
, Aller time revealed a hiatus hernia involving about a 
¢ pow fourth of the stomach. The left phrenic nerve had 
. Allerg . . ‘ 
been crushed, with subsequent improvement of the 
ve symptoms. The diagnosis at that time was asympto- 
| matic cholecystitis. Another x-ray film on discharge 
ytassiul sia : ° 
4 9 revealed no hiatus hernia. Subsequently she was 





well for seven or eight months, after which the 
symptoms recurred. Despite difficulty in swallowing 
the patient maintained her weight at about 170 
pounds. Additional information revealed joint pains, 
thought to be rheumatic fever, forty years previously 
and a vaginal repair twelve years previously. Also, 
for the past fourteen years, she had had occasional 
attacks of dyspnea, especially on exertion, associated 
with sharp precordial pain and relieved by rest. 

Physical examination revealed a well developed, 
obese, markedly jaundiced woman with a perforated 
nasal septum and large submaxillary, axillary and 
supraclavicular lymph nodes. The heart and lungs 
were normal. The abdomen showed an area of 
local tenderness in the right upper quadrant. The 
cervix was absent, and there was a firm nodule in 
the left vaginal vault. The left knee was enlarged 
and stiff, and the left ankle was ankylosed. The 
right second metacarpal phalangeal joint was en- 
larged. There was slight edema of both shins, and 
varicose veins bilaterally, with discoloration around 
the left medial malleolus. 

The temperature was 100.6°F., the pulse 80, and 
the respirations 20. The blood pressure was 150 
systolic, 80 diastolic. 

Examination of the blood revealed 11 gm. of 
hemoglobin and a white-cell count of 8000, with a 
normal differential count. The urine had a specific 
gravity of 1.010 and gave a ++4 test for albumin 
and a +++ test for bile. The sediment contained 
innumerable white cells. A stool was clay colored 
and guaiac positive. X-ray examination revealed 
clear lung fields, a slightly enlarged heart in the left 
ventricular region and a tortuous aorta. The ab- 
domen contained several areas of calcific density, 
overlying the region of the gall bladder, that re- 
sembled laminated gallstones. The liver and spleen 
were not enlarged. A barium enema showed numer- 
ous diverticulums from the distal transverse colon 
to the rectosigmoid. A gastrointestinal series dis- 
closed a large hiatus hernia, at times ballooning out 
to more than 5 cm. in diameter and causing consid- 
erable obstruction of the passage of barium through 
the cardia of the stomach, which lay above the 
diaphragm, with the result that the esophagus 
ballooned out to more than 5 cm. in diameter before 
it emptied into the hernia. A l-cm. crescentic 
defect along the lesser curvature of the antrum 
just at the pyloric area was thought to be a small 
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polyp, an aberrant pancreas or an anomalous mass 
of rugae. (A similar finding had been noted ten 
years previously.) The prothrombin time was 
normal. The van den Bergh reaction was 14 mg. 
per 100 cc. direct and 20 mg. indirect. The total 
protein was 6.3 gm. per 100 cc., with 3.3 gm. of 
albumin and 3.0 gm. of globulin. A cephalin- 
flocculation test was ++-+-+ in twenty-four and 
forty-eight hours. The cholesterol was 175 mg., 
and the nonprotein nitrogen 20 mg. per 100 cc. 

An operation was performed on the ninth hos- 
pital day. 


DIFFERENTIAL DIAGNOSIS 


Dr. Wyman Ricuarpson: Does anyone know 
whether this woman did hair dressing on the side? 

Dr. Danie S. Ettis: I do not know. 

Dr. Ricnarpson: X-ray films revealed a hiatus 
hernia involving about a fourth of the stomach. 
That is sufficient to account for the bleeding. 

The statement that there were large submaxillary, 
axillary and supraclavicular nodes is not accurate. 
How large is “large?”? Were the nodes 7 or 8 cm. in 
diameter, were they easily palpable, and were they 
movable or soft and rubbery? Regarding the diag- 
nosis in this case, one must know whether or not to 
take that description seriously. The word “large’’ 
should make one take it seriously. I should still 
like to know if anyone can tell me how large is 


“large.” 
Dr. Tracy B. Matiory: Do you know, Dr. Dahl? 
! Dr. Lewis K. Dant: According to Dr. Richard- 


son’s classification the lymph nodes would not be 
regarded as large. They were barely palpable. 

Dr. Ricuarpson: Apparently they were not taken 
seriously. 

“The cervix was absent, and there was a firm 
nodule in the left vaginal vault.” I do not know 
how to account for that either. 

The temperature of 100.6°F. represents fever, if 
taken by mouth; if by rectum, it is hardly worth 
talking about. I assume that it was rectal because 
most admission temperatures are. 

A hemoglobin of 11 gm. is not normal for any 

patient. The red-cell count is not recorded. | 
should have liked to see the smear. One can tell a 
great deal from a blood smear, and the observer 
should have noticed whether there were so-called 
“‘liver-failure cells” or “virus lymphocytes.” That 
would be a great help in differential diagnosis. 
The total protein was within normal limits. 
There was a definite increase in globulin, so that the 
ratio was close to 1. I should like to see the x-ray 
films of the stomach and cardia, to determine 
whether or not a carcinoma near the cardia ac- 
counted for the lymph nodes. 

Dr. Stantey M. Wyman: This is a film of the 
chest showing the enlarged heart, prominent chiefly 
in the region of the left ventricle, and the tortuous 
aorta. The lung fields are not remarkable. The 
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calcification described in the right upper quadrant 
is seen best in these two films and has the appear. 
ance of several laminated stones lying in the region 
of the gall bladder. There is some gas close to the 
stones that appears to lie within a viscus. I suspect 
that it is the duodenal cap. The barium enemy 
shows diverticulums, without significant spasm 
The gastrointestinal series shows the widened 
esophagus and the hiatus hernia from this Point 
upward, without undue prominence of the MUCOsal 
markings but with delay in opening of the esophagus, 





a 


— 


The proximal portion of the stomach is not remark. | 


able otherwise, except for the immediate prepyloric 


ae 


region, where a round filling defect is seen. It js | 


present in all films and well seen in these two spot 
films. It is a lobulated, approximately l-cm. mass, 
and from the record it was apparently present ten 
years previously, although I do not have the olf 
film for comparison. 

Dr. RicHarpson: Is there any evidence of ap 
obstructive lesion other than the hernia to account 
for the esophageal dilatation? 

Dr. Wyman: No. 

Dr. RicHarpson: These stones are small enough 
to have gotten into the common duct. 

Dr. Wyman: I cannot see any others scattered 
around, however. 

Dr. Ricuarpson: The operation might have been 
a biopsy of one of the nodes, a trocar biopsy of the 
liver, a peritoneoscopy or a laparotomy. I doubt 
the wisdom of doing a laparotomy on a patient of 
this sort for the reasons presented below. We 
know that she had gallstones, and it would be easy 
to come to the conclusion that she also had a stone 
in the common duct. 

Regarding the onset of the disease, it seems to 
me that it was not typical of simple obstructive 
jaundice. She had both nausea and vomiting, 
although these symptoms lasted longer than those 
in the average infectious case, and she had chilly 
sensations and may have had a fever, which does 
not strike me as being the typical type of Charcot 
fever that people sometimes have with biliary infec 
tion associated with gallstones. One would expect 
with the onset of a gradually obstructing lesion of 
the biliary tract that the nausea and vomiting 
would have occurred later and the jaundice earlier, 
There is some question whether the jaundice de 


creased, but we can take that with a grain of salt; | 


we have no real data on that point. What other 
evidence have we regarding the cause of this jaul- 
dice? We can assume that it was not hematogenous, 
because in such a case, one would expect some if 
pression of hemolytic anemia from the smeaf, 
although I do not know that one can count on that. 
Also, the van den Bergh reaction was not that oi 
hematogenous jaundice, and there was bile in the 
urine. The blood chemical findings help somewhat. 
There was an increase in the globulin. One would 
not expect an upset of the liver chemistry im 4 
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straight obstructive jaundice of short duration. 
I have always criticized the cephalin-flocculation 
t in this case it is rather suggestive evidence 


t, bu x 
ot intrahepatic disease as opposed to biliary ob- 
struction. On the basis of this evidence I shall say 


t the jaundice was not due to biliary obstruction 
by a stone or by a carcinoma of the head of the 
ancreas, the usual cause of biliary obstruction in 
people of this age, or to biliary carcinoma secondary 
to gallstones. The jaundice must therefore have 
been due to either infectious or toxic hepatitis. 
The reason I asked about the hair dressing is that 
there may be something in the material used in the 
so-called “cold wave” that will produce a granulo- 
penia, and in some cases toxic hepatitis. In spite of 
the patient’s age — infectious hepatitis seldom 
occurs in this age group—TI believe that this 
disease was the most probable cause of the jaundice. 
Jersild* has reported from Denmark a series of 
cases of hepatitis occurring exclusively in women, 
usually after the menopause. 

| shall say that this patient had infectious hepa- 
titis, in which enlargement of the lymph nodes is 
not rare and may become so prominent, with such 
an abnormal blood picture, that the disease is con- 
sidered to be infectious mononucleosis, with jaundice, 
rather than infectious hepatitis with lymphadenop- 
athy. Some patients have a positive heterophil 
reaction, and such cases are called infectious 
mononucleosis with jaundice. This patient was 
too old for that. 

Were the enlarged lymph nodes part of the 
infectious-hepatitis process? When I first went 
over the record I was going to take the nodes 
seriously and consider the possibility that this 
patient had carcinoma in the hiatus hernia or 
near the cardia of the stomach, metastasizing to 
the lymph nodes in the neck. But since no more 
attention was paid to them, I shall discard that 
diagnosis. 

Were the nodes due to some form of lymphoma, 
with hepatic involvement? In my _ experience 
hepatic involvement with jaundice is almost always 
a late manifestation of this disease, and there is 
rarely a primary involvement of the liver by 
lymphoma. I recall one case, however, in which 
that was the cause of rapidly progressive jaundice 
and death, but such a course seems unlikely in the 
case under discussion. I must therefore put the 
nodes down to a probable infectious process and 
shall not emphasize them further. I might say 
parenthetically that I have not been given a report 
of the blood Hinton test, and with the perforated 
septum one must consider the possibility of syphilis. 
This does not sound like hepar lobatum or the 
secondary stage of syphilis, and I think that we 
can safely discard that diagnosis. 
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We must account for the pyuria and the albumi- 
nuria. There was nothing in the way of symptoms 
to accompany them. 

Dr. Mattory: Seven years before admission the 
blood Hinton reaction was negative. 

Dr. RicHarpson: That suggests that the per- 
forated septum was not due to syphilis. 

On the basis of the pyuria and the albuminuria 
I shall say that the patient had chronic pyelo- 
nephritis. 

The description of the joint changes sounds like 
that of rheumatoid arthritis, with ankylosis of the 
left ankle. The history of- rheumatic fever was 
not characteristic; it may have been rheumatoid 
arthritis. 

The cardiac symptoms might be explained on the 
basis of a diaphragmatic hernia. There is x-ray 
evidence of arteriosclerosis. One would not go 
astray if one said that there was a certain amount 
of arteriosclerotic heart disease, without com- 
mitting oneself further. 

I can make a diagnosis of cholelithiasis without 
fear of contradiction. That is the only diagnosis 
that I am sure is correct in this case. 

The hemoglobin of 11 gm. is not clearly ex- 
plained, and I do not know whether or not I should 
take it seriously. The best way to account for it 
is on the basis of a mild iron-deficiency anemia 
associated with constant slow loss of blood from 
the hiatus hernia, which is not rare. I shall there- 
fore say that this patient had infectious — possibly 
toxic — hepatitis, chronic pyelonephritis, rheuma- 
toid arthritis, cholelithiasis and mild arteriosclerotic 
heart disease. 

Dr. Exutis: Was the alkaline phosphatase level 
determined? 

Dr. RicHarpson: There is no record of it. 

Dr. Mattory: Will you tell the impression on 
the wards, Dr. Dahl? 

Dr. Daut: Unfortunately I did not see this 
patient until after she had been operated on. 
There are several points that the historian omitted 
from the abstract that helped Dr. Richardson, I 
believe. Dr. Peterson saw her during a period 
when she had what he described as typical gall- 
bladder colic, for which she was given Demerol 
with complete relief. Needless to say at that time 
the main diagnosis was obstructive jaundice and 
the attack served merely to confirm that diagnosis. 

Dr. RicHarpson: How about the prothrombin 
time? Do you remember what that was? 

Dr. Daut: It was slightly elevated. 


CLINICAL DIAGNOSIS 


Infectious hepatitis. 
Bronchopneumonia. 


Dr. RicHarpson’s DIAGNOSES 


Infectious (? toxic) hepatitis. 
Cholelithiasis. 
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Arteriosclerotic heart disease, mild. 
Rheumatoid arthritis. 
Chronic pyelonephritis. 


ANATOMICAL DIAGN@SES 


Acute infectious hepatitis. 
Bile nephrosis. 

Cardiac hypertrophy. 
Coronary sclerosis. 


Cholelithiasis. 


PATHOLOGICAL DiscussION 


Dr. Matiory: The patient was explored on one 
of the surgical services. The gall bladder was 
found to contain stones and was removed. The 
common duct was explored, but no stones were 
found in it or in the cystic duct. The common duct 
was drained. The liver was not considered grossly 
abnormal, and nothing abnormal was felt in the 
head of the pancreas. After operation the patient 
was not relieved of jaundice, slowly and steadily 
failed, passed eventually into a cholemic state and 
died twenty-four days after operation. Do 
care to change your diagnosis, Dr. Richardson? 

Dr. Ricuarpson: Infectious hepatitis, with atro- 
phy of the liver. 

Dr. Exuis: Dr. Richardson is a brave man to 
make that diagnosis in the presence of gallstones. 

Dr. REEp Harwoop: How about cinchophen 
poisoning? 

Dr. Mattory: There was no history of it. 

Dr. Ricuarpson: It used to be Weldona. 
is a good suggestion in a patient with 
arthritis. 

Dr. Matiory: Post-mortem examination showed 
a severely diseased liver. The organ was only 
slightly reduced in size, weighing 1600 gm., but was 
extremely flabby. When it was laid on the table, 
it settled and flattened out, unable to maintain its 
form. Microscopically, such livers are troublesome 
because there is such extensive necrosis that it is 
impossible to see more than the shadow outlines of 
pre-existing cells. It is difficult to distinguish 
ante-mortem from post-mortem changes. Enough 
could be made out, however, to say that there was 
fairly extensive round-cell infiltration of the portal 
areas and considerable ante-mortem degeneration of 
the liver cells, which were frequently swollen with 
fat vacuoles and contained large amounts of bili- 
rubin. There is no question that acute hepatitis 
was present. On the histology as it stands, I do not 
believe that I can distinguish between the toxic 
and the infectious type of hepatitis. I am inclined 
to agree with Dr. Richardson that the infectious 
type is more probable, since there was no history 
to suggest intoxication. 

The other findings at autopsy were a moderately 
hypertrophied heart, which weighed 450 gm., with 
severe sclerosis of the left descending coronary 
artery and some narrowing of other branches, but 
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no areas of infarction. The serous cavities con. 
tained small to moderate amounts of fluid—, 
frequent finding in liver disease. These Were 
transudates in character. There were a diverticulum 


of the duodenum and numerous diverticulums of | 
the sigmoid, and there was some localized endo. | 


metriosis of the uterus, which probably represented 
the pelvic mass that was felt. 
Dr. Ricwarpson: What about the kidneys? 





Dr. Matiory: They were enlarged and deeply 
bile stained and showed the picture that js de. | 


scribed as bile nephrosis. There was no evidence of 
pyelonephritis. 

Dr. Wyman: What was the nature of the lesion 
in the prepyloric region? 

Dr. Matiory: Other than the duodenal divertic. 
ulum, nothing was noted. 


Dr. Ricuarpson: Have you seen the article by | 


Jersild? 

Dr. Mattory: Yes; I have. 

Dr. Ricuarpson: This case seems similar to the 
group that he reported. Do you think that ye 
are going to begin to see them here? 

Dr. Mattory: This case is entirely analogous, as 
I see it. There is nothing to distinguish these cases 
from ordinary infectious hepatitis except the 
epidemiologic character. They have occurred al- 
most exclusively in women beyond the menopause, 
and the mortality rate is extraordinarily high— 
nearly four hundred times as high as that in ord 
nary hepatitis. 


CASE 33362 


PRESENTATION OF CASE 


A forty-nine-year-old man entered the hospital 
complaining of epigastric pain and vomiting. 

For many years the patient had had symptoms of 
intermittent epigastric burning and gaseous eructa- 
tion, usually associated with bouts of excessive 
eating and drinking. X-ray studies ten years prior 
to admission were said to have shown a duodenal 
ulcer. Occasionally, he vomited after excesses but 
was always able to control the symptoms by limiting 
his diet to crackers and milk for a few days. Two 
years before admission he had a severe attack of 
nonradiating epigastric pain, with vomiting, chills 
and fever; this lasted a few hours and was relieved 
permanently by a single injection of morphine. 
Subsequently, the symptoms were as before, ab 
though slightly more frequent. A month before 
entry he began having attacks of epigastric pail 
and vomiting that were quite persistent and ft 
curred at weekly intervals. These were accompanied 
by fever and chills, but otherwise the patient felt 
fairly well, without malaise or nausea. The appetite 
remained good. There was no evidence of bleeding 
in the stools or vomitus. 
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Physical examination was negative. The patient 
appeared to be in good health, without acute 
discomfort. The abdomen was soft and nontender. 

The temperature, pulse and respirations were 


normal. The blood pressure was 108 systolic, 


70) diastolic. 
Examination of the blood revealed a hemoglobin 


of 12 gm. and a white-cell count of 11,300, with a 
normal differential count. The nonprotein nitrogen 
was 24 mg. and the total protein 6.7 gm. per 100 cc.; 
the chloride was 104 milliequiv. per liter. 

A gastrointestinal series showed a normal esoph- 
agus. The stomach contained a rather large amount 
of secretion. There were a small hiatus hernia and 
some spasm in the region of the antrum. There 
was no evidence of a crater or filling defect in the 
stomach. The duodenal cap filled well, without 
deformity. The duodenal loop was normal. 

On the fifth hospital day an exploratory lapa- 
rotomy was performed. The gall bladder was 
considerably thickened and contained stones. A 
stone was also palpable in the common duct. The 
stomach and duodenum appeared entirely normal. 
The liver was thought to be rather small but not 
particularly abnormal in appearance. The common 
duct was opened and found to be dilated and sur- 
rounded by considerable inflammation. A _ stone 
the size of a large bean was removed just above the 
papilla. The common duct was washed out with 
physiologic saline solution, and the papilla dilated. 
The gall bladder was then removed, and a probe 
passed down through the stump of the cystic duct 
to ensure the absence of stones. A catheter was 
sutured into the duct. The immediate postopera- 
tive condition was good. The blood pressure and 
pulse were stable, but the temperature rose for a 
single day to 102°F. The common-duct catheter 
did not drain properly and was thought to be 
plugged. Bile seeped through a draining wick in 
large quantities, however. On the fifth postoperative 
day the patient became markedly agitated, with 
hallucinations lasting for approximately forty-eight 
hours. Barbiturates were discontinued, and he 
improved. On the ninth postoperative day the 
common-duct catheter was partially out and was 
removed entirely. The drain was half withdrawn. 
All skin sutures were taken out. The wound was 
clean, closed and well healed. On the following day 
the wound suddenly became painful and hard. 
When examined it was red and tender and bulged 
in the right end. On pressure bloody fluid was 
discharged. The wound was opened for about 
9 cm., and a dry sponge was packed into it. Later 
the same day the patient felt weak and nauseated, 
and the bandages were found to be blood soaked. 
The pulse was 80, the temperature 99°F., and the 
blood pressure 70 systolic, 60 diastolic. An ex- 
ploratory operation was done, and the bleeding was 
found to be due to numerous areas of oozing along 
the wound and the drainage tract and from 
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the gall-bladder-resection bed. Fibrin foam and 
thrombin appeared to control the bleeding. 

During the following two and a half weeks the 
patient continued to bleed in large amounts from 
the wound and by rectum. He often complained 
of severe epigastric and shoulder pain, which was 
aggravated by lowering of the head of the bed. 
The blood pressure fell to a shock level on a few 
occasions. The prothrombin time, which was deter- 
mined on several occasions, varied from 18 to 
23 seconds (normal, 15 seconds). The platelets 
appeared normal. The clotting time was 4 minutes 
in the first tube, 5 minutes in the second tube and 
6 minutes in the third tube. The bleeding time was 
130 seconds. On the twenty-fifth hospital day the 
patient became quite jaundiced. The urine gave a 
++++ test for bile, with urobilinogen present 
up to a 1:700 dilution. The van den Bergh reaction 
was 8.7 mg. per 100 cc. direct and 11.5 mg. indirect. 

Throughout the course of the bleeding numerous 
transfusions of whole blood were given, as well as 
massive doses of Hykinone. Massive hemorrhages 
continued, however, and the patient expired on the 
thirty-first hospital day. 


DIFFERENTIAL DIAGNOsISs 


Dr. Danie S. Etuis: So far as I can tell it is 
perfectly logical to explain the symptoms up to 
the time of operation on the basis of cholecystitis 
and cholelithiasis, and I seriously doubt whether 
the patient had ever had‘an ulcer. It seems to me 
that the decision to operate was made rather 
suddenly, and from the history I cannot quite 
figure out why, unless gallstones were visible in 
the films that were taken. 

Dr. Stantey M. Wyman: The x-ray examination 
was done with the tube in position, and the film 
shows the hiatus hernia described. The stomach 
shows no gross defect. On this single film the 
duodenal cap extends rather posteriorly. It appears 
a little smaller than usual, but these spot films of 
the duodenum show no definite constant deformity 
or crater. I do not see the gallstone that Dr. Ellis 
is interested in on any of these films. 

Dr. Exuis: As usual, the x-ray films do not tell 
all I should like to know. The problem, as I see 
it, is what caused the bleeding. Obviously, the 
patient died of hemorrhage and cholemia, and it.is 
up to me to explain why he was jaundiced, presum- 
ably after the stone had been removed from the 
common duct, and why he bled enough to cause 
death. It is mentioned in the early part of the 
history that the patient had nausea, vomiting and 
pain. It does not tell how much alcohol he drank. 
Many patients with cirrhosis of the liver bleed 
considerably at the time of operation. We do not 
get any help from the laboratory reports in making 
the diagnosis of cirrhosis of the liver, other than 
the fact that the prothrombin time apparently 
continued to be moderately elevated in the presence 
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of massive doses of Hykinone and multiple trans- 
fusions. That leads me to believe that some process 
in the liver caused a failure of prothrombin synthesis 
and therefore resulted in inability of the blood to 
clot. Whether this condition in the liver existed 
at the time of operation or whether it developed 
following operation is one of the questions to which 
I should like to know the answer. There can be 
little doubt that the patient had cholecystitis and 
cholangitis. The attacks of pain and nausea and 
vomiting were associated with chills and fever. 
The description of the liver at the time of operation 
is that it was slightly small but otherwise normal. 
We do not have the advantage of knowing about a 
biopsy report or bromsulfalein test previous to 
operation. For the moment, I shall say that this 
patient had cirrhosis of the liver, which would ac- 
count for the excessive bleeding following operation. 

Another condition that might be considered the 
source of bleeding is purpura, but I can do no more 
than mention it as a possibility. I can find nothing 
in the history or in the evidence as given to prove 
such a diagnosis. 

Amyloidosis might give rise to such bleeding but 
does not explain the preoperative course. We have 
recently had a patient who bled considerably after 
operation and who was later found to have amy- 
loidosis. I certainly cannot make such a diagnosis 
on the basis of the information given. 

Recently, there has been considerable discussion 
in some circles about citrate poisoning and the 
inability of a damaged liver to handle large amounts 
of citrate such as this patient might have had in 
repeated transfusions. I can find no material in the 
literature, however, that really backs up the fact 
that citrate poisoning can occur from faulty metab- 
olism of the citrate breakdown to produce an 
increased bleeding time. I do not know how many 
transfusions this patient had before operation; the 
statement is made that he had many afterward — 
these, of course, were given after he started to bleed. 

Was the blood from the rectum bright red or 
did the patient pass tarry fecal material? 

Dr. Tracy B. Mattory: The record is not avail- 
able, but perhaps Dr. Richardson can tell you. 

Dr. Wyman Ricuarpson: The patient passed a 
considerable amount of obvious blood, not bright 
red but exactly what one would expect from gastro- 
intestinal bleeding; that was late in the course of 
the disease. 

Dr. Exuis: The statement was made at the time 
of admission that there had been no bleeding, 
which was first mentioned shortly before death. 
If this man had acute portal thrombosis he could 
have had bleeding into the gastrointestinal tract. 
This could have been due to portal back pressure 
or infarction of the bowel caused by retrograde 
thrombosis of the mesenteric veins. If he had an 
acute portal thrombosis, he may have had infarction 
of the liver, with subsequent jaundice. At least 


THE NEW ENGLAND JOURNAL OF MEDICINE 


Sept. 4, 1947 


half the cases of portal-vein thrombosis are agg. 
ciated with portal cirrhosis. A large number of 
them are due to malignant lesions in the Porta 
hepatis. Inflammatory conditions in adjacent 
areas, such as cholangitis, pancreatitis and sub. 
phrenic abscess, also cause portal thrombosis, |, 
this case something was going on under the dja. 
phragm, for when the head of the bed was lowered 
the patient had pain, radiating to the shoulder— 
a diaphragmatic pleurisy. Whether he had a frank 
abscess or a collection of blood without infection, | | 
do not know. I rather think that he had bile in the 
peritoneal cavity, in addition to the blood, ang | 
that the combination of the two was sufficient to | 
cause irritation and symptoms. | 

| 





From the surgical point of view I wonder why the | 
catheter did not drain immediately after operation, | 
I should like to believe that the liver was not many. | 
facturing bile. On the other hand, the record 
mentions previous drainage through the cigarette 
wick and rubber drain in the abdomen; therefore, 
I take it that bile was leaking around the catheter, 
This obstruction, then, was most certainly of a | 
mechanical nature. In view of the subsequent 
events it may well have been due to a blood clot, 
From the operative notes given it seems that 
thorough exploration of the common and cystic 
ducts had been done, and I trust the surgeon who 
did it. I shall therefore assume that no stones were 
left and that plugging of the catheter was due to 
a blood clot coming out of the common duct. 

In summary, it seems to me that this patient 
died of hemorrhage and cholemia, secondary to 
some process in the liver. He may have had cir 
rhosis in addition to the cholecystitis and chole- 
lithiasis, but I cannot do more than guess at that. | 
I believe that the portal thrombosis after operation | 
probably explains the subsequent events. [I shall | 
therefore say that the portal thrombosis was due 
to infection and cholangitis, as well as to a perito 
neal inflammatory reaction caused by the presence 
of bile and blood in the peritoneal cavity and 
around the bed of the drainage. 

Dr. Ricnarpson: I saw the patient about three 
days before he died. Unfortunately, the record is 
not here to keep me honest, but I hope I quote 
myself correctly. I was asked to explain the bleed- 
ing. At that time it became somewhat apparent to | 
me — I do not know whether it was the appearance 
of the man or something the family said — that 
he had drunk a great deal of alcohol. How much | 
I do not know, but I should think entirely too 
much — that is, he drank more than would be 
good for you and me. I could not determine any 
reason for the bleeding that was compatible with 
the normal bleeding and clotting times. My 
opinion was that he had a severe hepatitis. Dr. 
Ellis said that cirrhotic patients bleed postopera 
tively; I wish he would tell me why. 
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Dr. Exus: For two reasons — first, because the 
ability of the liver to form prothrombin is damaged. 
Dr. Ricwarpson: This patient’s prothrombin 
time was 23 seconds, against a normal of 19 seconds. 
That is not enough. 
Dr. Exuis: As a matter of fact it was 23 seconds 


with a control of 15 seconds, which is a little more 
than I should consider normal in the presence of 
Hykinone and transfusions, if he did not have 
some damage to the liver. 

Dr. Ricuarpson: That level would not account 
for the bleeding necessarily. 

Dr. Extis: The other reason for the hemorrhage 
‘n these cases is the increased vascularity. 

Dr. Ricnarpson: It may be all right if a diseased 
liver is involved. That is why this patient bled — 
lack of fibrinogen or something that we do not 
know about. 

Dr. Exuis: And also the lack of ability to form 
prothrombin. 

Dr. Lewis K. Dau: The patient would not 
have bled with this level of prothrombin. 

Dr. Ricuarpson: I do not believe that the 
citrate theory fits this case. Diseased livers are 
apt to bleed, and all the tests of clotting are quite 
normal or sufficiently near normal not to be the 
cause of bleeding. I thought that this patient had 
hepatitis and that the surgeon had removed the 
gall bladder, being quite confident that this was 
largely a question of gallstones. 


CLINICAL DIAGNOSES 


Acute hepatitis. 
Massive intraperitoneal 
hemorrhage. 


and _ gastrointestinal 


Dr. Exuis’s DIAGNOSES 


Acute portal thrombosis. 

Cholangitis. 

Cholemia. 

Massive intraperitoneal 
hemorrhage. 


and__ gastrointestinal 


ANATOMICAL DIAGNOSES 


Intrahepatic cholangitis. 

Massive intraperitoneal 
hemorrhage. 

Gas-bacillus infection, terminal. 


and gastrointestinal 
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Operation: cholecystectomy or 


recent. 


cholelithiasis, 


PATHOLOGICAL Discussion 


Dr. Matiory: I am not going to explain the 
hemorrhage any better than the clinicians have 
been able to do it. The liver was considerably 
diseased — it seemed to consist of a bag full of 
jelly. When touched, it quivered all over. This 
jelly-like substance was full of bubbles of gas 
developing so fast that although the bubbles could 
barely be seen at the beginning of the post-mortem 
examination, two hours later they were grossly 
visible. There was therefore a terminal massive 
gas-bacillus infection that could not have existed 
very long. Unfortunately, it had a marked destruc- 
tive effect on the liver tissue, which again made it 
difficult to know what was going on before death. 
There was enough left, I believe, to say that this 
picture was definitely different from the preceding 
one (Case 33361). In this case the tissues of the 
portal areas, especially around the bile duct were 
massively infiltrated with polymorphonuclear leuko- 
cytes — not mononuclear cells such as one sees in 
infectious hepatitis. The picture was that of severe 
intrahepatic cholangitis. How much damage of 
liver cells there may have been as well, I am un- 
able to say because of the presence of the gas- 
bacillus infection. The region of the common duct 
was carefully explored. No large vessels were 
found that could have served as a source of massive 
hemorrhage. The entire intestinal tract, from 
stomach to rectum, was filled with fresh blood. 
There were clots of blood in the gall-bladder bed. 
This was nearly two weeks after operation, and the 
blood should have been entirely dried up by that 
time. There was about 2500 cc. of fresh blood in 
the peritoneal cavity. We could not make out 
any definite bile staining in the peritoneal fluid. 

Nothing else of importance was found. 

Dr. Exuis: I should like to ask why operation 
was performed on the fifth day. 

Dr. Ricuarpson: I only saw the patient just 
before he died, but I know that the preoperative 
diagnoses were cholecystitis and _ cholelithiasis. 
He was operated on as a routine gall-bladder case. 
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FASHIONS IN MEDICAL WRITING 


Just as practice in the care of patients and in 
matters of medication and therapy change from 
decade to decade, so also change the customs em- 
ployed in the presentation of physicians’ thoughts 
to professional colleagues in the form of medical 
literature. 

In the past seventy years there has been a trend in 
the American medical literature toward more ob- 
jective factual documentation. All will agree that 
this has been a step forward, producing clinical 
articles that are based on tabulation and the case 
protocols of specifically identified patients rather 
than on vague impressions. In part, this change has 
sprung from the tendency of more medical investi- 
gators to receive training in fundamental scientific 
research. One need only look at a few of the ar- 


‘ticles in some of the highly specialized journals to 
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realize that scientific material of the utmost im 
portance is often presented in an article of one or 
two pages, with an accompanying table or chan 
Unfortunately, however, colorful English and jp. 


triguing descriptions of clinical events have been 


carried away in this scientific tidal wave. Our ap. | 


cestors often wrote clinical articles containing viyid 
language, which gave the reader a graphic and last. 
ing picture of the clinical situation the writer had jy 
mind; this was good teaching as well as good Writing, 
Much of this skill has been lost, and its loss has 
been an aspect of the scientific trend: one cannot 


paint a blueprint in lurid colors, and the style of 


Macaulay is out of place in a series of case reports, | 


Possibly, this trend has gone too far in American 
medical literature. Some of the English writers a 
the present time — for example, Ogilvie and Gordon. 
Taylor — can report clinical material in a way that 


brings color, interest and humor to the cases. 


rr . . . ' 
['wo other abuses that are becoming epidemic 


cannot be dealt with so gently. One of these is the 
use of what might be called the “secretarial bibli- 
ography.” Certain medical authors make a specialty 
of this procedure. The usual practice is to write an 


article on some rather commonplace subject and to 


append thereto a bibliography of two or three hun- | 


dred references. 


Just what should be the significance of the bibl 


ography in a clinical article? Is it supposed to,be 
an encyclopedic mention of everyone who has ever 
thought about the subject before? Or should tt 
represent the background of the writers them- 
selves, who believe that the reader may use the me 
terial to his profit and edification? The latter seems 


to be the more reasonable choice. If one wishes to 


publish a review article, a long list of references 8 | 


appropriate, and each bibliographic item is dealt 
with in detail and its contribution summarized of 
criticized. The insertion of half a dozen biblio 
graphic references in the middle of a sentence— 
often after a single word or phrase — simply to 
indicate that six articles can be found in the Quarterly 
Cumulative Index Medicus leaves the reader with 
the conviction that the writers never read through 
this long bibliography before starting their work. 
It is common knowledge that such extensive 


bibliographies are often worked up by secretarial 
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help; this is a prostitution of the medical library 
and adds nothing to the medical literature. If an 
author wishes to include a long bibliography and 
does not wish to write a review article, he should not 
forget the usefulness of the annotated bibliography, 
‘, which a long series of bibliographic references 
may be mentioned and the contents briefly described 
so that the reader can pick and choose matters that 
concern him. 

Another modern abuse of medical writing, even 
more a product of the machine age than the secre- 
tarial bibliography, is the “‘punch-card article” on 
clinical material. When anthropometric data or 
the distribution of age, weight and height among 
school children is being dealt with, the use of a 
punch-card system may yield material of much in- 
terest and information. When, however, a punch- 
card statistical device is applied to clinical material 
that has an extremely variable background, the data 
that come from the machine may have little or no 
meaning. The old platitude that a chain is as strong 
as its weakest link might be paraphrased to state 
that statistical information on clinical patients is of 
as great value as the thought that has gone into its 
selection. Merely to analyze a large series of tumors 
according to whether the patient had red hair or 
dark hair, large ears or small ears and did or did not 
smoke cigarettes adds little to knowledge, even 
though it yields numbers that have two significant 
decimal places and adapt themselves well to the 
As 


the anthropologist approaches a statistical problem, 


drawing up of innumerable charts and graphs. 


for example, measurements of head size, he puts 
in his punch-card system all the standard measure- 
ments of the skull that can be reproduced; these are 
his variables. He then uses the machine as a device 
for singling out which of these variables are sig- 
nificant in relation to racial grouping. A sick human 
being, however, demonstrates so many thousands 
of variables that it is difficult to determine which 
ones to study on the statistical machine. The result 
is that the writer or investigator puts into the 
machine variables that he considered significant at 
the outset of his investigation. ‘The machine can 
then only show whether the investigator was right 
or Wrong: it can only reflect what was going on in 


his mind — it can uncover no new material. 


EDITORIALS 
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As the punch-card system becomes better known 
to clinical investigators it will be used more widely, 
with an increasing flow of articles in which the fre- 
quency of variables in the patient’s constitution, 
diet, habit, blood chemical findings and so forth 
in a certain disease are analyzed. In the preparation 
of such an article it is always well to put each vari- 
able to the following test: “Is this a factor of estab- 
lished importance in the disease — one that has 
been known for years to affect its incidence, occur- 
rence or outcome?” If the answer to this question 
is “Yes,” the machine has contributed little to 
knowledge except for affixing the stamp of statistical 
approval to a previous clinical impression. If, how- 
ever, the variable analyzed was previously unknown 
as being significantly related to the occurrence, 
course or mortality of the disease, this statistical 
device will teach the reader something of worth. 

As one contemplates the volcano of medical litera- 
ture erupting from the universities, clinics and 
laboratories of this country, one cannot but express 
the hope that clinical articles will be written with 
imagination and color, that they will give a graphic 
and frank picture of the problems of disease or 
therapy, the bad shown with the good and the poor 
results with the cures, and that material relating to 
laboratory investigations of a fundamental nature 
will be presented with the utmost simplicity and a 
minimum of confusing data, without apology or 
pipe-dream exploration of the future. And lastly, 
it is hoped that the secretarial bibliography and 
punch-card article will be used sparingly and to 
good purpose rather than as a method of showing 
of the investi- 


off the thoroughness author’s 


gative devices. 





HEALTH CENTERS 


Tue first health center in the United States, ac- 
cording to an analysis prepared for the Council on 
Medical Service of the American Medical Association 
by Dr. Dean F. Smiley,* was established in Phila- 
delphia in 1912 as a child-health center. There are 
now at least one hundred and fifty in operation, of 
various types, under public or private auspices. 
Many of these are more than health centers con- 


*Smiley, D. F. Health centers under Hospital Construction Act. 
J. A.M. A. 134:1179-1181, 1947. 
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cerned chiefly with health promotion; they have 
had added to them welfare, recreational, hospital- 
service and medical-service functions. 

A particular and urgent interest in the health cen- 
ter has been necessitated at this time by the passage 
of the Hospital Survey and Construction Act of 
1946. If health centers are to be provided, it is well 
to know the best types to put into operation under 
the given circumstances. 

The most important needs to be met, Dr. Smiley 
believes, are, in order of urgency, as follows: 
community hospitals of fifty or more beds for rural 
communities of 20,000 or over; community clinics 
of ten or more beds for rural communities of 4000 
to 18,000; public-health centers to serve as head- 
quarters for single county or multicounty public- 
health units; and public-health centers to serve as 
extensions of the single county or multicounty 
public-health units into the smaller communities. 

Dr. 
fold: 


That only five functions (communicable-disease 


Smiley’s chief recommendations are four- 


control, sanitation, maternal-infant-child hygiene, 
vital statistics and health education) be generally 
included under the title of public-health center as 
that title is used in the Hospital Survey and 
Construction Act of 1946. 

That public-health centers be established as 
needed and as close as is practicable to hospitals 
in base, intermediate, and rural areas, and that 
they be integral parts of base medical centers, 
district medical centers and community medical 
centers. At every level, however, the public- 


health center should be administratively in- 
dependent of the hospital. 

That, in rural communities of 4000 to 18,000 in 
need of sick beds but not large enough to afford 
a fifty-bed general hospital, “community clinics” 
of ten to forty beds be provided by hospital au- 
thorities rather than “‘public-health and medical- 
service centers” by public-health authorities. 

That, in those rural communities where bed 
service is available in neighboring community 
hospitals and the urgent need is for public-health 
and diagnostic facilities, facilities be provided by 
the public-health center not only for the tradi- 


tional six-point public-health service but also for 
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clinical laboratory service and limited X-ray serpy, 
ice. Offices should also be included, if desires 
for the part-time use of the practicing Physician 


of the community. 





MASSACHUSETTS MEDICAL SOCIETY 
BUREAU OF CLINICAL INFORMATION 


All secretaries of various medical groups, gu¢, 
as special societies and alumni associations, are re. 
quested to notify the Bureau of Clinical Inform;, 
tion regarding scheduled meetings, annual dinner 
and so forth. If such data are on file, it is hoped thy 
duplication of dates can be avoided. 


DEATHS 

CUTLER — Elliott C. Cutler, M.D., of Brookline, dig 
on August 16. He was in his sixtieth year. 

Dr. Cutler received his degree from Harvard Mediq) 
School in 1913. He served in World-War I with the Hy. 
vard Medical Unit and the United States Army Medics 
Corps. In World War II, as head of the Medical Aid Divisig, 
of the Massachusetts Committee on Public Safety, he orga. 
ized a system that served as a model for the rest of the coup 
try; later, he was chief consultant in surgery, Europem 
Theater of Operations, with the rank of brigadier gener 
He was Moseley Professor of Surgery, Harvard Medici 
School, and surgeon-in-chief, Peter Bent Brigham Hospital, 
He was a member of the American Surgical Association 
Society of Clinical Surgery, New England Surgical Society, 
American Association for Thoracic Surgery, American § 
ciety for Clinical Investigation and American Society fe 
Experimental Pathology, a diplomate of the American Boar 
of Surgery and a fellow of the American College of Surgeon 
and the American Medical Association. 

His widow, four sons and four brothers survive. 


HOWE — W. Lewis Howe, M.D., of Everett, died m 
August 18. He was in his seventy-third year. 


Dr. Howe received his degree from Tufts College Medici | 


School in 1900. He had practiced medicine in Everett for| 
forty-five years and was for many years a member of tk 
School Committee and Board of Health. 

His widow and three sisters survive. 


WISE — John M. Wise, M.D., of Watertown, died o 





August 8. He was in his seventy-first year. 
Dr. Wise received his degree from University of Buffab} 
School of Medicine in 1907. He was formerly senior physiciat | 
at the Middlesex County Sanatorium and was a fellowof th 
American Medical Association. 
His widow and a son survive. 





MASSACHUSETTS DEPARTMENT 
OF PUBLIC HEALTH 


PUBLIC-HEALTH CONFERENCE 


The Massachusetts Public-Health Conference wil 
be held at the University of Massachusetts in Am| 
herst on September 11 and 12. 

The conference, sponsored by the Massachusetts 
Public Health Association, the University of Mae 
sachusetts and the Massachusetts Department 0 
Public Health, is intended to stimulate interest ® 
extending protective health services to communitié 
that lack facilities and personnel. Health officer 
milk inspectors, sanitarians, nurses, physiciali 
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health educators and other health workers through- 
out the Commonwealth are expected to attend. 

Among the topics to be discussed are the following: 
“Bringing Health Services to Your Back Door,” by 
Dr. Haven Emerson, chairman, Committee on Local 
Health Units, American Public Health Association; 
“Fynctions of Health Centers,” by Dr. Charles F. 
Wilinsky, president of the Massachusetts Public 
Health Association ; “Unmet Needs for Children,” by 
Dr. Lendon Snedeker, executive secretary of the 
Massachusetts Study of Child Health Services; 
“The Importance of Local Health Departments to 
the Nation,” by Dr. Herman G. Hilleboe, former 
assistant surgeon general of the United States 
Public Health Service and recently appointed by 
Governor Dewey as Commissioner of the New 
York State Department of Health; and “Dollars 
for Health,” by Dr. Vlado A. Getting, commissioner 
of the Massachusetts Department of Public Health. 
Special section meetings will be held for health 
officers, health agents, nurses and sanitarians. 
Governor Robert F. Bradford will deliver the key- 
note address, “Health for Massachusetts,” at the 
opening of the conference. 

All those who are interested are invited to attend 
the two-day conference. Reservations for over- 
night accommodations may be made by writing to 
Professor Ralph L. France, Marshall Hall, Univer- 
sity of Massachusetts, Amherst, Massachusetts. 


MISCELLANY 
RADIO BROADCASTS 


“The Medical Center of the Air” is continuing its series 
of weekly radio broadcasts every Saturday morning from 
11:30 to 12:00 (EDT) over station WNAC and the Yankee 
Network. The programs are sponsored by the Massachusetts 
Memorial, Beth Israel, Boston City and Peter Bent Brigham 
hospitals, which rotate in presenting programs of medical 
educational interest. Specific diseases and topics of general 
interest are discussed. The programs are presented as a 
public-service feature without commercial advertising. 


NOTE 

Dr. Herbert H. Howard, of 270 Commonwealth Avenue, 
Boston, consultant in urology at the Boston City Hospital, 
was recently installed as president of the American Urological 
Association. 


CORRESPONDENCE 


SCIENTIFIC EXHIBITS AT ANNUAL MEETING 


_To the Editor: Each year the Massachusetts Medical So- 
ciety convenes not only to elect officers but also to stimu- 
late and inform its members by means of papers and exhibits 
on recent medical progress. An opportunity is also given to 
commercial houses to exhibit their wares. This year the 
commercial exhibitors outdid themselves, taking up the en- 
tire floor of both the ballroom and the foyer. The scientific 
exhibits, numbering four, were given no prominence what- 
Soever in the initial arrangements. Two were placed at the 
tear of a small blind pocket labeled ‘Ladies’ Parlor” off 
the foyer. One was placed in the balcony; and the fourth, 
the Lahey Exhibit, in a corridor leading from the regis- 
tration desk. Eventually the Vincent Memorial Laboratory 
Exhibit came to rest opposite the Lahey Exhibit. If one 
entered the ballroom by the main entrance, this corridor 
might not have been noticed at all. 

ne might seriously ask whether the Committee on Ar- 
fangements tried to discourage clinicians and research 
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laboratories from exhibiting. Certainly it is a major reflec- 
tion on the Society that only four technical exhibits were en- 
tered this year, a considerable reduction from last year. The 
exclusion of these exhibits from the ball room or foyer floor, 
and their random placement in a corridor, a ladies’ parlor and 
a balcony contributed nothing toward encouraging further 
exhibitors for another year. These exhibits take much time 
to prepare. That they appear to have been completely ig- 
nored in deference to space allotment for commercial firms 
forces one to conclude that the time taken in their prepara- 
tion was out of all proportion to the value accredited them 
by the Committee on Arrangements. 

The outlook for next year would be improved by an em- 
phatic statement by this committee that due prominence 
and consideration would be given the scientific exhibits in 


planning for 1948. 
Joe V. Meics, M.D. 
Chief, Vincent Memorial Hospital 


Massachusetts General Hospital 
Boston 14 


*-_ * * 


Dr. Meigs’s letter was referred to Dr. George G. Bailey, 
chairman of the Committee on Arrangements for 1947-1948. 
His reply is as follows: 


To the Editor: Thank you for calling attention to Dr. Joe V. 
Meigs’s letter regarding the scientific exhibits at the last 
annual meeting of the Massachusetts Medical Society. The 
Committee on Arrangements sincerely regrets that Dr. Meigs 
was dissatisfied with the scarcity and location of the scientific 
exhibits. 

At a recent meeting of the committee the entire subject 
of exhibits was discussed. It was decided that, as a working 
basis for next year, ten booths would be assigned for scien- 
tific exhibits and that the remainder would be available for 
commercial exhibits. It may seem that this is a relatively 
small number to be assigned for scientific exhibits, but it is 
a fact that in the past few years it has been difficult to per- 
suade hospitals and physicians to prepare exhibits for dis- 
play at the annual meeting. It was further agreed that an 
effort would be made to solicit exhibits from leading hos- 
pitals and clinics as well as from individual clinicians for the 
meeting. Also a more central location will be assigned to 
the scientific exhibits. The committee would appreciate hear- 
ing from any hospitals or individuals interested in arranging 
an exhibit for next year’s meeting. It would be most help- 
ful if definite plans of any prospective exhibitor could be in 
the hands of the committee by November 1. 


Georce G. Battey, M.D. 
Chairman, Committee on Arrangements 
412 Beacon Street 
Boston 15 


BOOK REVIEWS 


Health Insurance in the United States. By Nathan Sinai, 
Dr.P.H., Odin W. Anderson and Melvin L. Dollar. Studies 
of the Committee on Medicine and the Changing Order, 
New York Academy of Medicine. 8°, cloth, 115 pp. New 
York: The Commonwealth Fund, 1946. $1.50. 


This survey is confined to voluntary medical insurance 
because compulsory medical insurance, except workmen’s 
compensation in a small way, has not yet been established in 
the United States. The history of the health-insurance 
movement is covered for the period from 1910 to the begin- 
ning of World War II. The various group plans, such as 
Blue Cross, medical-society, industrial and labor-union insur- 
ance, federal co-operatives and commercial, accident and 
health insurance, are briefly discussed. The attitudes and 
objectives of the various medical societies, including the 
American Medical Association, the federal departments repre- 
sented by the Public Health Service and the Social Security 
Board, labor, public enterprise and the general public are 
fully analyzed, and enabling legislation for voluntary plans 
since 1900 is reviewed. It is stated that the enrollment in 
nonprofit hospital-service groups increased from 2000 in 1933 
to 20,000,000 in eighty-seven plans in 1946. 

A cumulative summary of hospital and medical acts by 
states shows that one state, New York, had enabling legisla- 
tion — a hospital act —in 1934 and that a total of thirty- 
five states had hospital acts and twenty-five had medical 
acts in 1945. The greatest increase in legislation took place 
in 1939, when fourteen states passed hospital acts, and six 
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states medical acts. In 1945 there was renewed activity 
when eleven states passed medical acts, and two states hos- 
ital acts. Twenty-five of the thirty-five states have both 
Roogital and medical acts. Massachusetts passed a hospital 
act in 1936 and a medical act in 1941. 

The survey concludes with a review of the characteristic 
features of voluntary plans and a discussion of the problems 
presented by such plans, as well as the present status of 
the health-insurance movement. This monograph should 
be in all medical and public libraries. 


Psychiatric Interviews with Children. Edited by Helen L. 
Witmer. 8°, cloth, 443 pp. New York: The Commonwealth 
Fund, 1946. $4.50. 

This book is well written and well published. The text is 
divided into three parts. In an introduction the author gives 
a concise and clear account of the nature of child guidance, 
its history and the purpose and peculiarities of this type of 
social psychiatry, in which physician and social workers 
form a perfect team and the patient is considered a part 
of the family rather than an isolated subject. The brief 
remarks about psychoneuroses and social implications are 
sound and up to date, utilizing the newest development of 
psychodynamic psychiatry without loading the text with 
psychoanalytic terms that may be not acceptable to every- 
one. The main part of the book consists of the presentation 
of ten actual cases studied by a number of therapists, either 
psychiatrists or psychologists. The clear discussion and 
presentation of the various interviews with the reactions of 
the patient and the comments of the therapist give an 
accurate insight into the proceedings, interpretations and 
therapeutic dynamics. This volume is valuable because it 
limits theory to a minimum and presents the actual course 
of interviews — a procedure that any student of psychiatry 
has rarely an opportunity to follow except with his own cases. 


Myasthenia Gravis. By Dr. Adalberto R. Goni. Translated 
by Georgianna Simmons Gittinger. 8°, cloth, 112 pp., with 
10 illustrations. Baltimore: Williams and Wilkins Company, 
1946. Free. 


This book, when published in Portuguese, was the first 
monograph on the subject of myasthenia gravis to appear in 
over twenty-five years. It thus received a warm welcome, 
and an English translation was much desired by neurologists 
and others working in the field. The author has had con- 
siderable practical experience and is fully acquainted with 
the current literature up to 1943. Thirteen case histories 
of typical examples of myasthenia gravis are presented. 


The Modern Treatment of Diabetes Mellitus: Including prac- 
tical procedures and precautionary measures. By Williams S. 
Collens, M.D., and Louis C. Boas, M.D. 8°, cloth, 514 pp., 
with 195 illustrations. Springfield, Illinois: Charles C Thomas, 
1946. $8.50. 


In this excellent treatise on the management of diabetes 

and its complications, the authors discuss the practical 
aspects of the subject in an authoritative fashion. Except 
for the first chapter, which gives a historical account of 
diabetes and the discovery of insulin, there is relatively 
little in the book regarding the incidence, etiologic factors, 
pathologic physiology and pathology of diabetes, as stated 
in the opening paragraph of the volume. 
_ It is refreshing to note that the authors obviously believe 
in the careful control of diabetes. Their sensible recom- 
mendations concerning treatment should help to counteract 
the teaching heard so much in recent years regarding the 
supposed harmlessness of hyperglycemia and glycosuria. 

The critical reader with a special interest in diabetes will 
find various points with which he may not agree. On Page 
48 the fasting blood sugar is mentioned prominently as a 
diagnostic step, and it is implied that if this determination 
is normal, one should proceed to a formal glucose-tolerance 
test. To the reviewer, this is too frequent a tendency. Physi- 
cians generally should make more use of urine and blood 
sugar tests done approximately an hour after a meal as a 
diagnostic step. Often, one may thereby avoid subjecting a 
patient needlessly to a glucose-tolerance test. Collens and 
Boas discuss the Exton-Rose test without critical comment, 
whereas it is fair to state that, with greater usage, it has 
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lost rather than gained in favor with many clinicians 

Page 52 it is observed that fructose produces a characteris: 
osazone with phenylhydrazine. The fact is that fructosaze 
is indistinguishable from glucosazone and that methyi 
phenylhydrazine must be used for differentiation. " 

The treatment of the individual case is discussed und 
eight headings, with a chapter devoted to each, ag follows 
the obese patient with mild diabetes; the patient of norms! 
weight with mild diabetes; the undernourished patient with 
mild diabetes; moderately severe diabetes; severe diabe 
without ketosis; severe diabetes with ketonuria without 
acidosis and with ketosis (compensated acidosis); diahets 
with clinical acidosis; and the diabetic patient in com 
This makes for a logical, orderly presentation of materi 
but tends to burden the reader with detail and makes trey 
ment seem unduly complicated. 

In Chapter XIII, the authors recommend glucose intra. 
venously in the treatment of diabetic coma; its uge in the 
first few hours of treatment is considered undesirable aq 
even harmful by certain clinicians. The doses of insulig 
recommended (page 205) are relatively small, and may 
would consider them incapable of achieving maximal sucess 

From the discussion of hepatomegaly in juvenile diabets 
(page 246) it might be inferred that the enlargement of t} 
liver seen in the untreated or poorly treated patient is dy 
chiefly to lack of choline or lipocaic or related substancy 
Actually, in human patients, hepatomegaly is almost inyy. 
iably abolished when the diabetic condition is brought unde 
control with protamine-zinc insulin without the aid of speci 
lipotropic preparations. 

The book is well printed on good paper and is easy to read 
Illustrations, some of which are in color, contribute greatly 
to the value and appearance of the volume. In the fym 


the front cover is included a “Collens Diet Calculator.” 


Diabetes: A concise presentation. By Henry J. John, MD. 
8°, cloth, 300 pp., with 74 charts and 44 tables. St. Lous 
C. V. Mosby Company, 1946. $3.25 

This volume represents the honest and serious attempt 
of a clinician with a wide experience in diabetes to set fort 
in concise form the principles of diagnosis and treatment 
that he has found useful. A good deal of the material ha 
appeared previously.in articles published in medical journal 
chiefly between 1929 and 1935. Consequently, the mon 
graph is limited almost entirely to the views of the author 
and in some respects lacks freshness, breadth and scoped 
presentation. 

The author is to be commended on his interest in th 
prevention of diabetes. He reasons that if a temporary ot 
prediabetic state can be treated successfully in experimentd 
animals (as in the early stages of diabetes following thei» 
jection of anterior pituitary extract), it is conceivable thi 
the same situation may apply in human beings. Despit 
the inadequacy of present knowledge, the approach of tlt 
author is sound and forward-looking. 

Dr. John, having had much experience with gluco 
tolerance tests and their interpretation, devotes consideralk 
space to this subject. Although there will not be genet 
agreement regarding diagnostic standards, his recommenté 
tions are fair and safe. 

The author believes that infection must be assigged? 
causative role in the etiology of diabetes in children. Tis 
point is debatable, and there is much evidence to the cor 
trary. Acute infections are frequent in early life, and yet 
diabetes only rarely has its onset in childhood. Dr. John# 
one of the pioneers in the establishment of summer caiip 
for diabetic children and writes instructively of this mattt 

In a chapter on pregnancy and diabetes much spaces 
taken up with a discussion of the diagnosis of melitunal 
pregnancy, and little attention is given to the all-importall 
problem of obtaining live babies. No mention is made of 
recent phenomenal success attained by the careful @ 
continuous observation of diabetic women during pregnait] 
and their treatment with large doses of estrogen and p® 
gesterone. ; 

One chapter is composed of brief paragraphs presenul 
some “do’s” and “dont’s.”” The advice given is practical@ 
sensible. i 

This small volume contains a great deal of practical if 
formation and can be read with profit by practitioners 
those with a special interest in diabetes. It cannot be OF 
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‘dered a complete monograph on the subject. It is un- 
Sortpnate that, presumably owing to shortages, an inferior 
paper was used in the printing. 


Sterility: A study in the comparative physiology of 
ndity of the adolescent organism in mammals and 
M. F. Ashley Montague. 8°, cloth, 148 pp., with 
Illinois: Charles C Thomas, 1946. 


Adolescent 
the infecu 
man. DY 


33 tables. Springfield, 


a question that the author considers is, What, if any, 


interval of time normally elapses between the appearance 
of the first menstruation, the menarche, and the ability to 
conceive and carry a fetus to term? It is pointed out that 
the first observers to draw attention to the phenomenon of 
the infertility of adolescent human females were ethnologists 
working with tribes in Melanesia, New Guinea, South Africa, 
the Philippines and other areas. In such simple societies the 
infertility could not be explained by contraception, early 
sexual life or free mixing of lovers. The author then presents 
evidence for the presence of adolescent sterility in lower 
mammals, such as the mouse and the cow. In the Rhesus 
monkey the adolescent period is marked by the slow develop- 
ment of two primary phases: that of puberty, which begins 
with the menarche, and that of nubility, the period at which 
the female becomes capable of procreation. The work of 
Allen, Hartman and Corner had already shown that the 
early menstruation of the female Rhesus monkey is normally 
incapable of ovulation. The chimpanzee, a close relative of 
man, is in most cases normally incapable of conceiving until 
some appreciable time from the establishment of the menarche. 
In a chapter on adolescent sterility in man the author gives 
many tables of the menarche-conception interval. The 
adolescent sterility in the human female is up to the age of 
about twenty-three years. 

The book is written in readable style and has an excellent 
bibliography. Physicians, students of growth, physiologists, 
psychologists, anthropologists and educators will find this 
volume worthy of careful study. 


Urgent Surgery. Edited by Julius L. Spivack, M.D. Vol- 
ume I. 8°, cloth, 714 pp., with 244 illustrations. Springfield, 
Illinois: Charles C Thomas, 1946. $10.00. 


The editor points out in the preface that the scope of 
emergency surgery has been greatly widened within recent 
years. Today, competent surgeons working with adequate 
facilities are available in many rural communities that were 
formerly without such services, and the problem has changed 
from what must be done in a few minutes to what should 
be done within a few hours or days. For this reason the 
editor has chosen the title “Urgent Surgery” for this book 
rather than the more frequently used term, “Emergency 
Surgery.” 

The eighteen chapters have been written by eight surgeons, 
some of them specialists outside this country. Twelve chap- 
ters were written by the editor, and another was revised by 
him. The first five chapters, which deal with transfusion, 
infusion, shock, anesthesia and laparotomy incisions, are, in 
general, well written, reflecting the considerable experience of 
the authors. It seemed to the reviewer that in many places 
greater use could have been made of the many valuable 
lessons learned from the military surgery of the recent war, 
such as the value of blood over plasma in the treatment of 
shock, the use of blood in the treatment of extensive burns, 
the advantages of Pentothal over Evipal Sodium, the use- 
fulness of a median or paramedian incision rather than a 
transverse incision when the extent of the intra-abdominal 
disease is unknown and the treatment of perforating wounds 
of the rectum. 

The chapter on the liver and bile ducts by Dr. Pribram is 
particularly comprehensive. Many surgeons might disagree 
with his emphasis on the value of electrocoagulation of the 
gall bladder, but in all probability, in his hands at least, it 
affords a satisfactory way of dealing with the acutely in- 
flamed gall bladder. . The chapter is long but interesting 
throughout and would well repay reading by anyone inter- 
— in the surgery of the liver or biliary tract. Dr. Warren 
ole has written an excellent chapter on the urgent surgery 
of the pancreas, and as is found throughout the book, many 
surgical problems are considered that are ordinarily not 
included in works on emergency surgery. 
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A thorough review of the problem of intestinal obstruction 
by Dr. er R. Paine, if carefully read, should help to correct 
some of the misuse of the nonoperative treatment of intes- 
tinal obstruction. The chapters on stomach surgery, con- 
genital stenosis of the pylorus, appendicitis and urgent 
intestinal surgery in infants, written by the editor, are 
extremely good and, together with those previously men- 
tioned and others, form a volume on urgent surgery that 
is both practical and comprehensive. There is an extensive 
bibliography at the end of each chapter, and the book is 
well illustrated. 


Diagnosis and Treatment of Menstrual Disorders and Sterility. 
By Charles Mazer, M.D., and S. Leon Israel, M.D. Second 
edition, revised and enlarged. 8°, cloth, 570 pp., with 133 
illustrations. New York: Paul B. Hoeber, Incorporated, 
1946. $7.50. 


The first edition of this book, which was prepared with the 
family physician in mind, was well received. The second 
edition, which has been revised extensively and which brings 
the important subjects of menstrual disorders and sterility 
up to date, is written to serve as a guide to the general prac- 
titioner of medicine and to the medical student. There is 
much in the book, however, of considerable value to the 
specialist in gynecology and obstetrics. 

The first chapter deals with the pituitary gland, and the 
second with the ovary. The effect of estrogen on the normal 
menstrual cycle, on uterine mobility, on the fallopian tubes, 
on the vesical sphincter, on the anterior hypophysis, on the 
ovary, on the breasts, on libido and on the central nervous 
system, as well as the constitutional effects, are discussed. 
The relative potencies of the several estrogens in terms of 
rat units are given in table form. The second portion of this 
chapter deals with the corpus-luteum hormone, progesterone. 
Puberty in the female is taken up extensively in the third 
chapter. The normal menstrual cycle forms the subject 
matter of another chapter, this cycle being divided into the 
following phases: the menstruating or dismantling phase; the 
proliferative, estrogen or preovulatory phase; and the secre- 
tory, progesterone or postovulatory phase. Each is well 
described and illustrated, and the photomicrographs are 
well chosen and executed. The hormone balance of the 
normal menstrual cycle is considered. Abnormal manifesta- 
tions of the menstrual cycle, dysmenorrhea, premenstrual 
tension, menstrual migraine, abnormal breast hyperplasia, 
cyclic intermenstrual pain and vicarious menstruation are 
covered. Twenty-eight pages are devoted to dysmenorrhea; 
this subject is thoroughly elaborated on, and the treatment, 
both surgical and nonsurgical, is considered. Amenorrhea and 
hypomenorrhea are reviewed, and three types of hypomenor- 
rhea are described: the normal, the endocrine and the uterine. 
The treatment of uterine bleeding — of both systemic and 
organic origin from such lesions as carcinoma of the cervix, 
chorioepithelioma, cervical polyps, malignant tumors of the 
ovary, pelvic inflammatory disease and endometriosis — is 
well presented. The phrase “dysfunctional uterine bleeding” 
describes the menorrhagia or metrorrhagia caused by im- 
pairment of the endocrine factors that normally control the 
menstrual function more accurately than the more frequently 
employed term “functional uterine bleeding.” The treatment 
of dysfunctional uterine bleeding of puberty, the childbearing 
age and premenopausal and postmenopausal bleeding are 
stressed. 

Nearly a quarter of the book concerns the problem of 
sterility, this condition being discussed under the following 
headings: general considerations, the influence of gross pelvic 
lesions on fertility, the factot of insemination of the cervix, 
the tubal factor in sterility and the endocrine factors in 
sterility of the female. The male factor in barren marriages 
and artificial insemination are also mentioned, and the well 
poepenee contribution on the diagnosis and treatment of 
male sterility, by Dr. Charles W. Charny, adds to the value 
of the book. 

Chapters on the analysis of 695 cases of primary and 
secondary sterility and on relative sterility follow. A bibliog- 
raphy containing the important contributions to each subject 
is appended to each chapter, and an appendix containing the 
commercially available standardized endocrine products com- 
pletes the volume. 

The second edition of this well written book will prove of 
value to the specialist as well as to the general practitioner 
and the medical student. 
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BOOKS RECEIVED 


The receipt of the following books is acknowledged, 
and this listing must be regarded as a sufficient return 
for the courtesy of the sender. Books that appear to be 
of particular interest will be reviewed as space permits. 
Additional information in regard to all listed books 
will be gladly furnished on request. 


A Textbook of Pathology. By E. T. Bell, M.D., professor of 
pathology, University of Minnesota Medical Séhool. Con- 
tributors: B. J. Clawson, M.D., professor of pathology, 
University of Minnesota Medical School, and J. S. Mc- 
Cartney, M.D., associate professor of pathology, University 
of Minnesota Medica! School. Sixth edition, enlarged and 
thoroughly revised. 8°, cloth, 910 pp., with 500 illustrations 
and 4 color plates. Philadelphia: Lea and Febiger, 1947. 
$10.00. 

This textbook has been designed for the use of students 
during their clinical training and as a reference source for 
the practicing physician. The number of editions vouches 
for the popularity and soundness of the book, which was 
first published in 1930. 

This edition has been revised in the light of current 
knowledge, and much new material has been added, espe- 
cially on the vitamin deficiencies and tropical diseases. The 
number of illustrations has been increased, and a list of 
carefully chosen references is appended to each chapter. 
The volume is well published in every way. 


Speech and Human Relations: An approach to the physical 
and psychological factors involved in effective oral communica- 
tion. By Joseph G. Brin, Ph.D., director, Office of Speech 
Counseling, Boston University. With a foreword by Fred- 
erick C. Packard, Jr., associate professor of public speaking, 
Harvard University. 8°, cloth, 166 pp. Boston: Bruce 
Humphries, Incorporated, 1946. $2.50. 

Professor Brin has written, in a simple manner, a practical 
handbook for persons called on to make public addresses. 
He does not give hard-and-fast rules, but discusses the 
necessary factors leading to a good speechmaking person- 
ality. Chapter twenty-one, consisting of one page, is val- 
uable, since it lists in tabular form the virtues and vices of 
good speech form. The small volume is well published and 
should prove useful to persons called on to make public 
appearances. 


4 Textbook of Medicine. Edited by Russell L. Cecil, M.D., 
Sc.D., professor of clinical medicine, Cornell University 
Medical College, consulting physician, New York and Vet- 
erans hospitals, and visiting physician, Bellevue Hospital. 
With the assistance of Walsh McDermott, M.D., associate 
professor of medicine, Cornell University Medical College, 
and Harold G. Wolff, M.D., associate professor of neurology, 
Cornell University Medical College. Seventh edition. 4°, 
cloth, 1730 pp., with 244 illustrations. Philadelphia: W. B. 
Saunders Company, 1947. $10.00. 

This standard textbook, first published in 1927 and re- 
vised every three or four years, has, despite the limitations 
of the war years, been brought up to date in this new edition. 
The work is the joint effort of a hundred and sixty-two 
American physicians who are acknowledged authorities in 
their special fields of medicine. Twelve new authors have 
written sixteen articles on subjects not contained in the 
previous edition, including deficiencies of vitamins A, E 
and K, hypervitaminosis, drug allergy, marijuana intoxica- 
tion, porphyria, acrodynia, narcolepsy, headache, psycho- 
somatic medicine, hemifacial spasm, diphtheritic poly- 
neuritis, the hemoglobinurias and blackwater fever. Because 
of the death or retirement of a number of authors fifty-three 
subjects have been rewritten by new authors. All contribu- 
tions are signed. Selected references are appended to each 
subject. The work has been kept in one volume by the 
use of a double-column format and a light paper. The 
type and printing are good, but if the material is increased 
in subsequent editions a two-volume setup, using heavier 
paper, should be seriously considered. The light paper used 
in this edition will not stand hard usage. The book should 
prove useful to physicians and is recommended for all med- 
ical libraries. 
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Diseases of Metabolism: Detailed methods of diagnosis 


treatment. Edited by Garfield G. Duncan, M.D., dire 
Medical Division, Pennsylvania Hospital, and clinical rr 


fessor of medicine, Jefferson Medical College, Philadel hi 
Second edition. 8°, cloth, 1045 pp., with 167 illustration 
Philadelphia: W. B. Saunders Company, 1947, $12.99 
This standard text, first published in 1942, has } 
revised and brought up to date. It is the work of Comal 
one recognized authorities in their respective fields. Nes 
material has been added, including a discussion of allozay 
diabetes. The chapter on nutritional and metabolic aspecty 
of disorders of the blood has been rewritten in the light g 
the broadening knowledge in this field. The vitamins g 
known clinical value are dealt with in detail, and folie adj 
and the Lactobacillus casei factor are considered in relatig 
to nutrition and metabolism. The lists of selected referenes 
appended to the chapters have been expanded but have gy 
been made comprehensive. The book is well published j 
every way. It should be in the libraries of clinicians and iy 
all medical libraries. 


NOTICES 
NORFOLK DISTRICT MEDICAL SOCIETY 


The first 1947-1948 meeting of the Norfolk Distig 
Medical Society will be held at 8:00 p.m. on Tuesday, Septem. 
ber 23, at the Boston Medical Library, 8 Fenway, Bostog 
entitled “Boston University Night.” The program will eo, 
sist of five papers of general interest by members of th 
faculty of Boston University School of Medicine. 


PROGRAM 


“Boston University School of Medicine: A brief accouy 
of stock.” James M. Faulkner, dean and professor d 
clinical medicine. 

“The Clinical Use of Benadryl and Pyribenzamine" 

Francis C. Lowell, associate professor of medicine 
physician, Massachusetts Memorial Hospitals; membe, 
Evans Memorial. 
The anti-histamine activity of Benadryl and Pyribe 
zamine will be discussed, together with the relatix 
merits of these two drugs in the treatment of urticaria 
hay fever and other allergic conditions. 

“Surgical Management of Carcinoma of the Esophagu 
and Cardiac End of the Stomach.” John W. Striede, 
assistant ‘professor of thoracic surgery; visiting surgeon, 
Massachusetts Memorial Hospitals. 

This paper is based on operative experience. with a 
proximately 90 cases. It concerns itself particulary 
with newer developments in diagnosis and surgical car 
and consequent improvement in end results. 

“Folic Acid: Its value and its shortcomings.” Josephf, 
Ross, associate professor of medicine; physician, Ma 
sachusetts Memorial Hospitals; member,  Evati 
Memorial. 
Folic acid in oral doses of 1.25 to 15 mg. daily-is capable 
of inducing and maintaining hematologic remissions i 
patients with pernicious anemia. There is evidence thi 
better blood levels may be maintained with a combine 
tion of folic acid by mouth and liver extract by injection 
than with either medication alone. Folic acid will a 
prevent the development or progression of subacult 
combined degeneration in patients with pernicious anemle 
Large daily doses actually appear to predispose to sub 
acute combined degeneration, and to causeits progressid 
after liver extract therapy is started. It is possible thi 
large doses of synthetic folic acid may interfere with 
metabolism of glutamic acid by the central nervoll 
system. 

“Physiological Aspects of Surgery of the Autonom 
Nervous System.” Reginald H. Smithwick, profess 

of surgery; surgeon-in-chief, Massachusetts Memoné 
Hospitals. 
Surgery of the autonomic nervous system will be di 
cussed from a physiologic viewpoint, with particula 
reference to methods of study and the nature of 
therapeutic effect. 

All physicians and medical students are invited to attend 
A collation will be served. 


(Notices continued on page xvii) 





